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Rationale: 

This investigation is being conducted to determ@e whether the&@tion of sodium fluoride tc I- j_ , ‘I( V..“. x+ ini-c w:* ir:~~,.i**,,,l., *, $““, ** _ ,. .^, _ “I I., 
an essential.oil-containing mouthrinse affects the antiplaquekmtigingivitis effectiveness of ,,. j 
the mouthrinse. 

Objective(s): 

Primary: The objective of this controlled clinical study is to compare the efficacy of an .I”. /, *.:_A; *, i, 
essential pil-contz+ing mouthrinse with flusride to that of an essential oil-co#a&ing , -.s- m/ *...* i_, L I_ &. ,. (‘war ~.~_~,l~~ ,* *&I,^ uv~2,. (i : ,.;i&“, :.L&>* ,syi. ;&&,p :k3?::‘4.. *; :*;, _,.” . . I 
mouthrinse without fluoride (positive control) in inhibiting the development of supragmglval 
dental plaque and gingivitis .in a six-month period. 

Secondary: Not applicable. 

Sub.iec~ and CenWx ., “, / ,_ 

A population of 340 eva@al& s#jects from the Mississauga, Ontario area is expected to 
complete this single center study. 

Inclusion/Exclusion $$f&&$ ,._ ,” 
To be eligible fo; i&y participatioi: subje’cts ;n?lst I@$$ fhc,, f?llGti@g Criteria: 

1 Males and females between the ages of 18, a&,@ip good general and oral health. 
2: A minimum of 26 natu&i&&<$h icorable fsicial and lingual surfaces.. Teeth that are * ‘_’ ‘C + )’ ~~~~~~-i~~~~~~~~~~b~~~~~“~~~~~~~~~’ ~~~*~,~.,.....~~. ,. 

grossly iai;oUs, ‘f;;ET “LG$;;kEjioFextenslvely restored, ort%odontlcally. banded, 
abutments, or third molars will not, be included in the tooth count. * 1. x(.* .,s*rs*,., K?R” *p ,--a* ?‘i~.~~cj~ ,+&3& >,a>, c; i,~.r~~“z, , i,, .; : / _.. *-;.^ 

3. A gingival index 2 1.75 according to the Modified Gingival Index. ,“l”,__*^,l 
4. A plaque index 2 1.95 accorfiing to the Turesky modification of the Quigley-Hein Plaque 

Index scored on six surfaces per tooth. 
5. Volunteers m&t c$Gd, sign, and receive a copy of the Informed Cogsent Form after t& 

nature of the study has been fully explained. 

: 



2. 

3. 

4. 

5. 
6. 

7. 

8. 

History of significant adverse effec$s$.&$ng use of oral hygiene products such as 
toothpastes and mouthrinses.. 
History of uncontrolled diabetes, or:jn:kpat~~‘d~r~~~i:~~~~~st, ‘or other serious medical ,~ -> _,..I, ..,, d 
conditions or transmittable diseases, e.g. cardiovascular disease or AIDS:,, ,. 
History of rheumatic fever, heart’murmur, mitral valve prolapse or other conditions 
requiring prophylactic antibiotic coverage prior to invasive dental procedures. 
Antibiotic, anti-inflammatory or anticoagulant therapy during the month preceding 
the baseline exam. 
Alcoholism, current or-recovered. ” ..r .” ,x ,., . __ . _. ” 
Donation of ,blood or, blood‘~l&lucts for transfusion durmg the 30 days prior to . . ,*, I ,. 
initiation of treatment with study material(s) - _ -,, /( :_ .^ I.?c*,.Ml,,.w*,rc?i *,.a, I. 
Participation in any study involving orai care products, concurrently or within the 
previous 30 days. 
Self reported pregnancy or lactation (This criterion is due to oral tissue,zzshanges Ijx-.:;,- ,,F,.. , .>..,“.,e. _,“.) :“,, i * 
related to pregnancy and nursing which can affect interpretation of study results). 
Significant oral soft tissue,,pathology, excluding gingivitis, based on a visual . 9. 
examination. 

10. Moderate/advanced periodontitis based on,a clinical examination (ADA Type III, I‘, . *.<, ,o_ “, . .._ ” 
w. 

11. Any object used for lip, tongue, or other form of oral” piercing. 
12. Teeth with gross dental caries, large fractured or te-mporary restorations or severe 

generalized cervical abrasion and/or! e,namel abrasion. .- _ “, AI,, *e -“.‘“:l”l i. * ‘LL....;., I( >,. . . -._. ,,-“~, , _* 1 3. Fixed or removable ,,hodont~~~~~i~~~~~~~~~mo;~~ile patilaI dentures* ” .: ,,_ ( _, ,- ,. 
(.“. .I ,< .,,._,. 

14. Use of chemotherapeutic antiplaque/antigingivitis products such as Colgate Total@ or 
chlorhe”xidine mouthrinse within 2 weeks prior to baseline. ? CI _I 4%. ,a, rAai,,, I ~2 rili -;.~~,,;;r,~,,~.irn~.~,~.“~ *,&a L...I.i I,,^_‘. ~., ^” , (_ s 

Other Thqapy: 
ADA-Accepted fluoride toothpaste, ADA-accepted soft textured toothbrush. 

Study Design: 

This is a single center, double-blind, controlled, parallel-group design clinical trial. 
Qualified subjects will receive a dental prophylaxis, then rinse twice daily with 20 ml of their _ ,n.>. ,.w/ 
assigned mouthrinse. for sixmonths while continuing their usual brushing with an ADA- .,* .d<. :‘CaIIL.<::‘.?,,‘- .,*,w $“#, ‘“” , -.,. .,, 
Accepted fluoride mothpaste. 



Efficacy Measures: 

The primary efficacy variables will be the mean Modified Gingival FF yd .r!???~ ?!?que .__ “,I .,.l*lrr”,~~ i.,o ‘J_y ,, “, ‘V.il ,,i, ~,:>,-&‘““<;*~ a,*- *J.,’ ‘:A I .,. _” , 
Index at six mopths post-baseline. 

The secondary efficacy variables will be the,~me~~,,~le+ljng Index at three and Six month? .., “_ , _.A,./,. ,t* 

post-baseline’qd ,t)e mean ~~~~~~~~~~ !$@!a1 Index Andy!%%!% !?!aque Index at three months 
post-baseline. All indices ~&).e scpred, at baskline, 3 months and 6 mo$hsIS, j* s ~~s+xY.- .ir..~r.w*~;+#: iis,#,.‘r .” _j,“r” _~ I/) ,j, , j ” ,, /, , 1 _, 

Safety: 

An oral soft,,a# h& tissue examination will be performed at baseline, 3 months, and 6 * “..( d, xi, .i. >, V~ ..,~.~.,.-.~-~,~~“~;1;~~~~~‘~.~,~~~~~~*~‘~~~~~~~-~~,~~~~~ _ . “,_ , -_ _ __ *,/” L^ . . 
months. At each visit, each subject will be quened m a nop?peclfrc manner to record adverse 
events. 



randomized as well as ev&uable subjects. ^ ..ild ..-, .A ,,. 

For each of t&c, primary and secondary efficacy variables, between-treatment ,d@cx$?!ces Gt-3 
months and 6,m+ths post-baseline, will be tested by means of a one-way analysis of > . .‘. ,,,*-“~)~, 
covariance mpdel with treatment and sm~kJ?g status as factors, and @,co,rresponding . “. ,^ a .“S, “__ _& _., 1. 
baseline value as tl~q c$i$ate The treatment&i-baseline interaction will be tested at the ,‘I ? I .*.m ,,.,,, i~.4*.~,4*x,~~~; ~t$w@t,k , ^. x. I.. 
0.05 level JO assess heterogeneity of slopes. 

, 
..l ,,,_ ‘ ,.,. 

The research question is: 

Is the essential qil-cgnta@ng mouthrinse with ~.~or&& (EQF. rinse) (W2194-47 1) “at 
least as good as” the, essential qil-cont?i@g mouthrinse .withou$ JJ~or:lqe ,(EO rinse) 
(W2194-395) in inhibiting the *$&T?.ck&t of supragingival plaque and gingivitis? 

EOF rinse will, be.co@c@red “at least. 3s good as” EO rinse in inhibiting the development of 
plaque and gingivitis if, for.~~~~~~~~~~~~imary efficacy. vxiables, 

1. The mean for,EOF rinse group is statistically significantly lower than the mean fog fhg, 
5% hydroalcohol contr$ based on a two:sided 0 O$-level test of the null hypothesis that ,) * ..‘ ~-.“^bli : M &.“i ra~.*~<r.,*ili~~ni”~;~%~~ ,,,, ri~“~~~~,~~,~~~~~~~~~~~~, :- ._ ,” _ .“.( * , , 
the treatment means are equal versus @XZ, +lte.gaz&e hypothesis that the means ‘tie I”’ ” . “~,.,l . . . . --I*, <,<“,S 
different, and 

2. The upper limit of the one-sided_,97.5% confidence interval for the difference betwe:? t L, i:l a w *,,*p ? :/ ,I; 6 :?& ‘$2‘. y.~w”*.by~?&- 2.:,;+ Lt~.~,(; the mealy for EOF rinse and EO rinse groups (expressed as ~~~~~~~~~~~‘a~~~~~ence 
*.~. h _ .,.,.,“. +‘ XI L “.+- a i. I ,i _., ia **;. +,i. ,‘:;-S’&.gJy ^ , 

relative to VJyl:nse,~~~~$ is &low 10%*3.. This procedure is a.0.@5 level test of the null (. “” i .- ._iA1.y x*.i~“,i‘n*& iib.di,2d\‘r.:i;., ~_ ,_ 
hypothesis that the mean for EOF ri$e’is at least 10% higher than the mean fqr EO Cinse, ^ ̂  . 0 e”, 3. ” ..u e “,a>,, .~*w~“, T,” “8 lg” 4: c*‘,.$*$ ,yy$ -p pw>( ;.%&& _,” \ i I 
versus the alternative hypothesis that the mean for EC)F rinse is’not at least 10% higher - _“.“. .li_ ** . . ,,‘, %.. ,>/. ..,. .a. ,*_, L-. .*A” ~ik.S., :4~~.aw.d~i. c .,,. Lrs !~~,,&&, ‘> _,I/. I ~?~~~;~~~~,;,:~~~,r,~~:“.,~~,~~~.~~.~, : _ 
than the mean for EQ r@e group. 

The study will be considered validated if the post baseline six-rno$b, means of the primary “.W~. .,~ .I ̂u,ix,,-n,i.rlixr-,.; ,*I*,_wII,> . . . . + 4* *.*.A Pi .,,... **~;“* 
efficacy variables , for EO rinse group are “*. ...I iwmslu .~ statist&zally significantly lower than the 
corresponding means of the. 3% hydroalcohol contro! rins,e group based on a two-sided test. 

Test Material Regimens: 

All subjects will brush with an ADA-Accepted fluoride.tqothpaste in their us_ual .man~$r, and / 
rinse with assigned rnouthrinses”~~~~~‘u~~ly according to label directions (20 ml for 30 
seconds, full strength). Although product usage will be unsupervised, subjects will maintain 
a diary of their product use. 

5. Co., Inc., Chicago, IL, USA) with a ,. ‘;.~, 
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1.0 INTRoDWK'I~~N . ,, _ __ 

In both short term an4,,l$ng term studies f&ye,&_&pple evidence that an essenti@~@ I __- / 
containing r&&&Ge (Listerine@ Antiseptic, Pfizer Consumer .JJ@thcFe, Morris Plains, 

“,, 

NJ) significantly reduces supragingival plaque and gingivitisi-‘. The six-month +$$e$, 
designed in accordawe wi~~,.~~~.G~~~~~~~~~~~, : consistently showed gingivitis and plaque :eri.i*. ‘Jlel.,) 1. .j .__ ^ - $ ,. ,._( 
reductions for those subjects rinsing with Listerine f~rm&$~~,s~,~~~pared to a negative 
control rinse2-5. G, these studies twice-daily rinsing with the essential oil ~o~~$~i.$se, used -.L...?. “’ 
adjunctively to the subjects’ usual mechani& qrai, hygiene procedures, reduced gingivitis by 
as much as 36% and plaque by as much as 56%, compared to a negative control rinse. 
Furthermore, recent analyses7 have shown that ~isteS~,~~,mouth~ise is efficacious at ,“*j r: I&, a ;5”;1‘“: *’ ,e- -~**“**,&., ..e9J\.ps”d ,.*: I,,. 
interproximal sites as well as facial and lingual sites. The FDA Denta! J’!aque Products 

) ., r, _ ; “,_ 
./ ..< “,._ I. ., :^ 

Subcommittee has recommended that the fixed combination of essential oils found in I .,/ . ,1”“.‘~* -,,~;.~~~~~~-,~~“~~“rx;~i::~;,,, Listerine be classified’asu,,~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~‘~~~~rol of /; : /^ a:,,< 2’ ;, :. * _: <, ,-- 
.^ I , ,,” .+ . ._ -.-.~“..-~..i_. _I_, ^. .,,. 

supragingival plaque and gingivitis. 

We have recently developed a product in whic$ O.&I% sodium fluoride has- been added to the I. j “&...a”, _‘.~.“il,bl .,LU ) iin,?,.ir,li,ly .*“r* . ..G ,iii~.~~~,~~~,PL~~~,,.~~, ,&a, - __ ,,, ” I: , .“‘i (_ 
essential oil-cant 
stannous fluoride 
recommended fi 
SubcomrnitJe$.~ IVVile there is no clear scientific,rationale for postulating that the addition of 4’ ‘~,“~~-“--11 -i*.-*:*i dd.:‘,*: ..=;,,:r.“vp>~ “~~*““p+~.&,~, .*;&j *&$~Q&>$L g*,,: r.L+*. _ ; I ,, . _ 
sodium fluoride would af@ @e @iplaque/antlgmglvltls effectlvepess~ qf $& es&&al oil 
rinse, either pb&kely Or iieigktiV&ly, the FDA,has sought confi@,ation. tl@, in fact, this k‘the -’ ” 
case. Accoydingly, we have compared the antiplaque and antigingivitis activities of essenyal 
oil mouthrinses, with and without sqdium,.~.~,~ride, using an experimental gingivitis model . 
This study was designed based on statis$ic@ cgn,$derations which would alldi;;; for a L %Arsa-:~? ‘“~*~~,~~ain*,l”.“,~~~~~-~~,“~.~~~~” *-5*< “b+;-p* .*F:;*v,.. \ I ..:.. ___ “‘,.’ : ‘ I ._ ,I 
comparison between the ess&ial oil mouthrinse with fluoride (@F) and the essential oil- ~ .a ,< \I $ I”r_ : / r i-.&r”. d >.q+*,** il “++ii~,@;~ “% *?.ep mp&q& 8 
containing mouthrinse (EQ) using “at least as good as criteria . The EOF mouthrinse 
formulation produced stati$ically significant (p<O.OOl) reductions in gingivitis and plaque of 
12.3% and 30.0%, respectively, relative to the negative control. “These reduct~ong,~~~~r_$,~ “__. _” ,_ _- ,“, 
comparable to the reference $cpdvd formulation (EO rinse). In addition, the EOF .‘ 2 /,^ “‘,\1:_, h”r.*..r I-yri*rr*.,li-p ,x_ . * : ‘* !” 
mouthrinse satis&@. $e,“at least as good as” c,~teria,,relatlv~;;qt~e EO mouthrinse ” ‘~< “.>?:“=:r-“i. ?$ .,, $ rl, :,. 
formulation. The results &f@~$“<$y indicate that,the~iec~.~oration’of~~~~~~fluorrde mt~ 

., 
,*I 

the essential oil-containing mouthrinse formul$ion did not adversely impact the antiplaque _. . _,, x *‘...l_,,*,,X _a” -~. 1 ._ ./^ _ &” 
and antigingivitis activity of the Listerine m@$hr&$e. 



more definitively determine this, we have designed this cqn_trplle~.Six-~.~nth.clinical trial to ~--*.‘~i~-r:~.,,l ,ili.tr.-“.~‘,,_- . . . L .., ._- .( .x 
evaluate the,,antiplaque and antigingivitis efficacy of twice daily rinsing with an essential oil- 
containing mouthrinse with 0 02% sodium fluoride cQompared to an essential oi17c~on&ining :. ._.,... ** ” .I _.>L. ,“.I., “. 
mouthrinse without fluoride. This six-month st$y l’sbased*‘on’ADA %uidelines and, further, .. .“,1 n-;i;~)Aysbpw~L#+qa~~ 
conforms. to the study design requiredby the FDA Plaque Products Subcomm&tee,fo _ . ,~ -, 
determine ingredient effectiveness of. antiplaquelantigingivitis formulations. 

2.0 OBJECTIVES 

2.1 Primary Objective(s) 

The objective of this controlled clinical study is to compare the efficacy of an essentialoilY _ . I I, II atl_^/ ,*,, _., l*m_.z ,B_,~~,.s+4c,,~.~w 
containing mouthrinse with fluoride to that of an essential oil-containing mouthrinse without ‘“. .bv-a.“x_ “*‘,I* ,.i* .dm *r&I;rli& * 1 “:-!“a”*~ W@‘Lii :.w.,* ‘c,~i,~~-~~~~.“~~~~~~~~~~ **, ,.~li .” _ ~_ __ /,_ ., 
fluoride (positive control) in inhibiting the development of supragmgival dental plaque and 
gingivitis in a six-month period. ,(, ‘. .*.-” ̂.I .“” 

2.2 Secoq@gry Objective(s) 

Not applicable. 

3.0 STUQY,DURATION I- .,“., 11 . . I/ ,i” ., .,.,., .j ,a. . .,. “/, 
. -,\ ^ 

The maximum and expected duration of exposure to the clinic-al test,mater!g(s) tar an ,.. . 
individual subject’kll be six months. The estimatep length of time needed to complete the 
entire study (from enrollment sf.the.,f~~st~~~Je~~tocompietion of the last subject) is eight 
months. 

4.0 NUMBER OF SUBJECTS _ x, -‘xI,-i%i-‘, I i,/‘“” d~l~*l,,.l,&-i~,-. x, ,,” ,,\ ; _,__ ,11 ,, I ,\ (. ,, -. 

A sufficient number of subjects will be enrolled in this study to ensure that 340~evaluable, _,_ 
subjects complete this study. Each subject will receive individually coded 1 .O L. bottles of 
mouthrinse, an ADA-Accepted soft telstwd .@%~~~~,a& ,~,Q&g~c.~p@ fluofide 
toothpaste as needed., Subjects will rinse twice ,daily for 30 seconds with.@@ ofZ;eitter, an 
essential oil-containing mouthrinse with 0.02% sodiurnGVu,orisde, an,essential oil-containing ” ,I I “..__. ?_“i..,.b,. ., 
mouthrinse without fluoride,, ,or 5% Hydroalcohol negative control mouth&se folloti$g 
regular brushing for 6 months. -Subjects who do not complete the study will. not be replaced. 

This study will be conducted in. compliance with Good Clinical Practice (GCPs), including _ *.. _.\+,;, l-,_ _/_ % ,.,‘.A 
Internatipnal Conference on Harmonization (ICH) Guidelines, and in general, consistent with ._I ..,“L* “I .* *-(i-%dW” ii.:~Aa~;\~:=i+ .&.. 14 --s%aks~~w*:*.# i-c, ,+. <iii,.< _,,.., * _ ,,,,_ I”/~, (( __; I Cl I_ 1 .r^r^%.r,-.*& ,_a V,.i/, _*.1. . . ;. < .” I /_ 



)A Feedback Meeting ._-, .~ ., I x 6 XI . . , A.* %C,, *s:i “61”. 

Regulatory and Institu(ion,@l Review . _.“.” .““.“~*:““..i~.~,. FII ;. ,.” ~.I (I, ,_” “, _. “. . r_ ; - _. _. 

51.1 Approval/Favor&& opinion of Study Documents 

Before the start ,of the study, documents submitted to the Institutional ,,&eview Board ,_I ,.-. . *\* _ j ,_-,. ., b.ri:. \ ,,‘,“‘_I._^ :.. , __ I_ 
(IRB)/Independent Ethics.‘~o~~ittee~(lEC) for review and ap~~~~~~~~~~i~-~~~nion must 

.” 

include: 
. Most current version ,of* approved study protocol, signed and dated by Pfizer and the 

investigator 
. Case report form (if applicable) 
. Informed consent form ,.) (.._ I._ I., i(, ‘. .“‘.., ;, ^./ ,, 

Advertising and subject recruitment procedures 
._ 

. 

. Written information to be provided to subjects, “, (..“,.> ^ ,I,_. &,$” 

. The Investigator’s Brochure @)/other safety documents, or locally approved labeling, 
for approved/marketed drugs or products, in studies with approved indications or 
dosage forms 

. Summary of serious adverse events * (sacs) -.” a* _j”,‘m”*. . . \ or other available,safety information including 
all test material-related serious unexpected aes (e.g., from recent/ongoing non-clinical _. .~. .,\I., X~aa.),“/ ,,.. “hr*#.,*. ,*.* *ed.-.ur &*4*@&~*L 
and clinical studies, toxicology and pharmacdkinetic data, etc) which are not included 
in the IB or locally approved labeling, for approved marketed drugs or products. 

. Information about compensation available to subjects ul^.I”^ #**^,(” ,,/, i, 

. Investigators’ current curriculum vitae and/or other?,,; documentation evidencing .).. I.,I “_ ̂ *.- .._, i< ,%I * :/s..c*.” 3. %_ . )I “,r<;,<_ ‘Y:,; I;‘. : - pi.>, ::. I::,!: __ ,___ ,a j/l: “MI_ ,.; c*.<>.;e;+f ,. _* ‘ 
qualifications 

A copy of the IRB/IEC approval/favorable opinion, along with any other documents required 
under local regulations or ‘st,and,ards, must be on file at Pfizer before the f&~$ripment of _ e.>, :. :,,-.a*.. j,3,,/.-; L 
clinical supply is provided to the study site. 

51.2 EtM&l, Review of Amendments, to Study Documents i , “,( ‘_j. I I. h_li i*x, * .i**~~i,r~,~~*~~~~~~~~~~~*‘- 2. ..-~@i~. LX,. -%%.. ;..:ll ,.e. . ,l.-.A1,. ..“,$i,, “. , -- .“.~-~^_ ..‘ .,\_ ,j. ,j_l,,, ,.. i” ,\. ,>I. 

All amendments~,to the*,protocol and-informed consent form, which require regulatory and/or ._ L . i*“lM+“<r .-rr~~~~.~*~~=+>6c ,. .), (, _ I, _/ ,, 
IRB/IEC approval/favorable opinion, must be reviewed and approved by the ‘sponsor, 
IRB/IEC and/or local authorities before, being implemented. Amendments should not be 
implemented -unti~‘~~~n%~~~*~~~~~~~~~~~~~.‘~~~~--~~~~~~~,~? iC$3~ where necessary to j ” ,I s. ..11. *a.-~ ,m,w.*2, ..,~“,i&+h+A 
eliminate an immediate hazard(s) to study subjects. Additionally, updates to the IB/other 
safety documents, or loc:aliy ‘approved labeling during the study must be submitted to the 
IRB/lEC for.approvaVfavorab1.e opinion, as appropriate. 

. 

. . 

\,,“l” . 



Pre-Meeting Materials for FDA Feedback Meeting ,_^l)l < y:._l; /.* ** I@‘, ,wr rw*sww 
Protocol ID 1039004 .“..^. .‘,. j __ _” “,_ _ , 
Draft: 23 June 2o02 +>. ,( .~ ,. - ,,.. ,_ I ,) ~ , 
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Tune 27.2002 

5.2 Informed Consent 

Informed consent ,must take place before any study specific procedure (including at ..-./. ,,.., d, L. .,.^ ‘.+.“‘,,>~” 
screening), prior to the initiation ^i. of non-routine study-related tests, and prior to ., 4.x r.,,.rr.r*a~~ii~.‘r.“~~~~~~ rbhLcriri-* “n**,***.&& i*&wp& G,*~<.z4”&,>lii” y x ,i 
administration of clinical ’ test material(s) (either lnvestlgatlon~~‘.‘pio’d~dt, cbtipaiative a _,l ..,,.- /* *,-*. /,‘..l 
product, or place&j. Signed and ~~~~~~‘~~~~~dd”cuns--t’~~iIlbe,.obtained from each subject . ‘.s”“.-. I(. .,. (,I _ _ ,_ ci ““: _ _;,_ ; 
(or his/her. legally acceptable representative) in accordance with GCPs @I,@ ,-.wi$. loc,$ n 
regulatory and legal requirements. The completed informed consent, form-must be,. retained ~ . . ,,I_ ,* j 
by the investigator as part of the study records. 

The informed conSent form will be modified as appropriate (e.g., due to protocol amendment ,, _.,.I.^ A-- .(-Xii / ei- li u.,:~-;;*“i’.~“~~~~~.~~, ,, .,: i i j 
or significant new safety information). If the cons&if fol’m iS Teeyised, it is the investigator’s 
responsibility to ensure that an amended consent is reviewed and approved by Pfizkr prior to -5. ” ̂ , ‘. I .Yx(_*.- ,/ _y_ il< .LI.,A,a% *~r**r~~~~*&~~~‘“~~ ~<*&@j;p*$**y v.9 , 
approval/favorable opinion by the local IRB/lEC, and that ;““t”%. “~@$ied by ‘all’ subjects 
subsequently entered in the .stpdy and those currently in the study. 

Documentationthat &eigformed coneent was signed and dated prior to study screening must ,.1( C,.L I+ub~~~~~ ,r,,*; ;a, g-* ‘, _ _. __ _ . 
appear in the study case reigg*?orm and medical records at !$W~,,,t:~~,~ $5‘ &formed consent is (,Y., ._ ,, ,,“. * f-. ,*,A,,? Ai i’+m q< 8 $2 ~~;~~>,~~i>~~ :-- l:,_ i-,-,i”ir ,__ 
obtained. 

Three hundred vqlunteey .sqbjects will be required to complete the study. Approximately 375 
subjects are needed to enter the study so that 340 evaluable subjects could be reasonably I ,._ .<,.a- i “a-,* \>LT. 
expected to complete the study. Volunteers must read, sign, and receive a copy of the 
Informed Consept Form sfter the nature of the study has been fully explained. Subjects will be selected by the investig;;;r’.y& ~~~~~~*~~~~~~~ect~,locat;3d in the Mississluga, Ontario 

area. 

6.1 Iqclyion Criteria “~ ),,_ .” rid-- *’ ‘( 5 ” , - I s. “i . , . . ‘ _“. ‘ _ ‘ ,,j 

To be eligible for study participation, the subject must meet the following criteria: 



Pre-Wee 
Protoco’ 

3. A gingival index 2~ 1,75 .acwdjng to the Modified Gingival Index.g 

4. A plaque index 2 1.95 according to the Tures\x modification of.the Quigley-Hein 
Plaque Index scored pp sjx surfaces per tooth. ). 2. ,_/ ̂ _A _.” / 

5. Volunteers must,rg.ad, sign, and receive,a copy of the Informed Consent Fqrm after ,, 
the nature of the g$dy has been fully explained. 

6.2 ExclusWCriterii? ,, __ _ .I ,+ _. I ~1 /_ _ 

Subjects presenting with any of the following will not be included~in the,Wdy: 

1. History of significant ad_ve,yse effects following use of oral hygiene products such as “, I..vn”, *,iiura.l^y.* ,-., “,,r.h~*t 
toothpastes and mouthrinses. ” _ _ . 

2. History of uncontrolled cl&$&s,~~,bepatic or renal dise.@e, or other serious medical 
condjtions or tSa?smittable diseases e.g. cardiovascular disease pr A?!&, * ,, *-, *. ?s,I +_*.. ., iv*>s bi.“s.+*.” .Aw;? _ ,_ , ,. (, ,, 

3. History of rheumatic fever, heart murmur, mitral valve prolapse or other conditions 
requiring prophylactic antibic& coverage prior to invasive dental procedures. 

4. Antibiotic, anti-inflamrnato_ry or anticoagulant therapy during the month preceding 
the baseline exam. _. 

5. Alcoholism, current.or recoverer.. j_ ( _” ,_ _ _ “, -_ , 

6. Donation of blood or blood products for transfusion during the 30 days prior to ., ._ u,~“ll_,* s, “.)‘” + i. .*x *II r4‘-..**ii, 
initiation of t&~~~~pt with study material(s). A./ III‘I.*lcI,*‘Ix *_, 

7. Participation in any study involving oral care products, concurrently or within the 
previous 30 days. 

8. Self reported pregnancy or lactation (This is an exc!us@?l.cr,it~+?r! &e @ $?~~~~t@su:, , 
changes related to pregnancy and nursing that can i$luence tk,@.~.y parameters). ._ .__ ,. . i, 

, 

9. Significant oral ,soft, &sue pathology, excluding gingivitis, based on a visual 
examinatiQ9. ( 



10. Moderate/advanced periodontitis ba$ed ?,~,~a clinical examination (ADA ,Type 111, m). ..a, ,a.2 mr .i.~,,,“~~*,:~~~~,?~.~*,,;,,~,~~: ” 

11. Any object used for lip, tongue, or other form of oral. piercing. 

12. Teeth with gross dental caries, large fractured ortemporary restorations or severe 
generalized cervical abrasion and/or enamel abrasion. .. -, ,‘1~,.“~... +,, i., iu”.‘..er& <-u% Y,:a::&.&ii~,.,~~ ~‘r”,~~,~:~;i-~,-~~,~~~.~~~~,, ‘. .4 ̂. ii : _,~ ..?“‘““% ~..:;~ *.,::: .b,) .,.--ii -.- “.> “$# .,(,. :_ y,, ; ,L , 

13. Fixed or, removable orthodontic appliance orremov.able partial dentures. L_ )_. 1 * SW, _ji.,_U, ..a_*_ i;*,*r*ii 

14. Use of chemotherapeutic antiplaque/antigingivitis products such as Colgate Total@ or 
chlorhexidine mouthrinse within 2 weeks prior to baseline. . I I. .*1.-11 “*a”._* ve,.“,l!l .*,Ur..,~.rd..“~~~~,“~ 

If the subject reports taking medication, a history of allergy, and/or a chronic disease which ~... I” ,. ,,-.._.I ..,;_ ;,_ , _ ,_.>_ “, ,__ _. 
in the opinion of dental examiner will not affect the clinical parameter(s) being assessed or 2 .1m -,, ‘ T ~“i.xn..~-uu: ,~~~,~~~~~a*..~~.~~~~~~~~,. ,, I 
the safety of the subject, the subject may be enrolled m the study and it tii^ll *be‘@& on” the 
Subject Screening Form. The use of any mouthrinse, dentifrice, or any oral hygiene devices 
other than the test materials,,supplied is prohibited. 

This is a single center, randomized, controlled, observer blind, parallel group, clinical trial. 
A 5% hydroalcohol mouthrinse will be used as a negative control and an essential,oil,-. _ _ _ ““4. .- ...j*ba./ ,*a, 9” “+a\ ,$+a ,v*&~r +;<;i 
containing mouthrinse without fluoride will serve as>t,he positive control. This study will .- . i * .A. . .._, __ 
consist of an initial”,recruitment phase in~~h~c?p~t$~~al subjects ~$11 c&iplete health ,, t.I,-‘.ul”-wi~*~Y.. 
questionnaires an informed consent form and a scree *c >*I ,>“” /I _ ,~‘f L.k I *:++$. ir* ~~~.,~“.~~r~~~~~,:~~~ g examinatiy. Gingivitis ;tnf pleawe 
levels will be determined according to the Modified CGi.ng‘iv$yIidex , Turesky modification I I/- “._, ..,. r. “, ..,, ,,.+ il”,a,i..” 
of the Quigley-Hein Plaque Index”, and the Bleeding Index ’ . Subjects fulfilling entry 
criteria will be enrolled~and randomly assi: 

_ . 
. Id : *r<.i”*l.’ .‘a. “2, gned to one of the tln-ee~ moutngnse groups. 

7.1 Study Design 

At baseline, the prescreened subjects will present to the,clinical site for basehire- 
1 examinationsV having refrained from oral hygiene for at least 8~ hours, but no more than 18 

hours, that day. Subjects will be randomly assigned to one of the three test groups, stratified 
by smoking status, and receive a GQmplete dental prophylaxis to remove plaque, stain and 
calculus (confirmed by use of disclosing solution). Subjects will be instructed to brush twice 
daily with the ADA-Accepted fluoride toothpaste using an ADA-Accepted soft textured 
toothbrush and to rinse tG,ce~,,cllily for 30 seconds with ,2Q_g”&_qf their assigned mouthrinse d..“l **(ix. me”-r >wr 4 
for 6 months. All daily brushing and rinsing will be unsupervised, however, subjects will be , _‘\^ 2 
required to maintain a diary to document product use and-compliance will be reinforced at _.,. ,., _.*i,,,_ 
each visit by measuring residual volumes of returned mouthrinse bottles. All subjects will be I . ., .L”. ,, . _ *.a. >~,:“~~~~\j a<,. ., / ) .,-i&‘ ** rwi”,41 .P+.“=n~*+ “I’;.: 
instructed not to~rinse, eat or drink for 30 minutes after each.mouthrinse use. .-:, ,^.^ :a-, . ““> s.., _ .M.. lie,.: ,, (,I.xs .d ,I ,;c “,. &‘I$ *, L .,*,, .;I. ,.,,, 4, _ .- , /. ,. 
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c. ; rp<. 1 ‘Y’*< *I\;% . . . -.+ ‘~~.:~~..~~~,.--~ic., .~**‘$.r.; ;I 

Daily rinses will be unsupervised with the exception of the rinse .at the.baseline visit. Each of “l,lid ““U%..--e ,;,iirxlx.~~.‘:il~i;%;*?-j (_,, / -;.: _,., .A,, .‘*:_(: >l.\ _, 
the daily rinses shall be separated by at least four hours. I$ring the study, subjects will 

follow their usual dietary habits but will be instructed to refrain using any oral care-products “_,. .; .2 4 ‘.-/ I,*lldL ,_ I \‘,i< *~“~~~.~,,~~~~~~~.;s-, 
other than the mouthrinse tqothpaste and toothbrush provided to them. __x_, ~_. ,, i 3 , 

Compliance will be, monitored at mo.nthly intervals. Additional study materials will b,e 

dispensed as needed”~t”.the~ei~~s~ts. ix’S”d-ai Arthe three- and six-month visits, the Modified Gingival +.%.d2 <ii” .r%...!:8sr i ‘:< .._. ,1* ,_, . ,” . . 
Index (MGI), Turesky modification .or”~~~“~~~~~~~-~~e~n Plaque Index (PI), and the Bleeding 
Index (BI) will be scored,.and the,oral_tissue examinations performed. et the three,: and six: 3, it+ i.*-*.; :,, _.,.. >,,_ *5 pal:; ,. _ 
month visits, subjects will not, have used their test materials for at least four hours prior to “i(^ ., Y ,‘d “‘>.( s, +‘ ““i . . :“a.>.* *? “‘as .a,. . -6. .il , ‘, ‘%z “,:wx n$&;* L ~~~~~~~~i~;:‘,r~.,~~-~~~,~~~~ .,,-._ 
their clinical examinations to avoid potential examiner bias from the odor of the mouthwash 1. 1 .-* (V” _er ..,- ll,<,z *,.\,, ,hL. ,*i*.-...~< *,. “, . -%*A~4a:dx ;;i;;~~.~~;,~~~~~~::::.~~;..~ ,;. _ ) _ ..a,“. +*;,*, +,.. / 
formulations. All, unused materials will be collected and measured, and daily product use 2. .i ..,. ‘Li _. . ,‘T ,..,,: ?: -.:,:. . ,- :‘p”: ‘t?‘;; *,‘>pi”>, ;&J”< + ;&,d,,w : :; ::* ,;- ;\i. ,“:l y, *(‘ , l”oe ‘-: +r>*. c.$,i’ ;,. ,<,.._ _. ./ a, ‘.., ._ - 
diaries will be assessed. I ,I.. .“.. ., 1 ..&_ “/ , .I . 

7.2 Study Schedule 

Appendix B, Study Flow Chart, contains the schedule.@ obse:r@ions and assessments to . . r-t!,i: -2 ,” l,i ̂“b, &<‘,._.. ..I :.,<.r‘:“:*‘$,* <p,q.,-“” <%. “-**‘,~..~~:*<~. ..,. 0 L,>. .,. / _ “,,‘4*,.z l:“., 
take place during the study. 

7.3 Study Visits 

7.3.1 Screening Visit _, .^, 
Prior to entry into this study the following procedures will be performed: 

l Informed cqnsent and medical history * ihi,., ../,: iCe,~i-~i~*.w.+*. ‘itl,., 
l Oral hard and soft tissue examination MGI?,BI,an . $ .a j a.* .*..“‘“N~“r‘~~.~~*,.r ..? I (.,, , 
l Identification of subjects with qualifying supragingival plaque i 

d PI scoring . ..I ,- ,I \._,, ;, j, / I, 
md gmgivitis’ 

7.3.2 Procedures During the Study Treatment Period , <e.. . Ul.,,-~l- *x_j . ...,” 

Baseline 

Visit 1: Baseline Visit ,.. _ 

Query to update medical and oral health and recsrd adverse events and concomitant l -_ ,“.‘lj_, L “. *.,./“*a I h~~~~cbt,e~.c., _. >A~ ^;~s‘xe ?&“*:.%l*.&& &&&~,*~; 8” ‘0 ~,~l~~.~~.~~~~~~~~~“:x~~~. .x i i.:. i &>> _ .i” .II_ ->.,Eu.rx..“c. , ):’ 6 .g : ??; 
medications. 

l Oral Exam, MGI, BI and PI scoring 

If subject meets entry criteria, the following procedures will be conducted 

l Complete prophylaxis 
0 Randomi_zation to- &t groups stratifying by smoking status (smokers versus /> , I_ 

nonsmokers) 
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“j..‘; ‘,,i‘> ,1,:, ~6, .” ?,q~;jcl.;i.,:i~ i%.,<;‘.: 

l Dispense clinical test materials: fluoride toothpaste and assigned mouthrinse, e- -4. ““i~“L~AXWhll*. ii*u-*u* ~,~,i~~~~a~~,~,~~~~p~-h~~,~ _ , ” 
toothbrush, home care/product use diary, 

l Provide verbal and, written study instructions Andy daily home care d&y $ I_ (/.L ,,,<a ..a”.. L_ 
l Appoint subjects for next visit \ ,. 



l Query to update medical..and oral h . . ..~ _ _ _I ,, 
medications. 

l Assess compliance w_ith use of clinical test material(s) by means of revietiing diaries . ..I *al. *a..“&rr..i. /,A. ii~~.i*(~,~~~xinir.‘l*w. ird. “__ _. 
and measuring returned mouthrinse volumes,., -.-““lI*,_,. “._ ) * x ; ),_ 1 

l Dispense additional clinical test material(s) a-1 ,^ti% .,.u -*-ln.i**.;)&i 
l Schedule next visit _ ., _ 

Visit 7: Six-Month Visit (Final Exam) 

l Query to update medical and oral he@8 and~grd adverse events and CO~C~~~$~$&.~ ” ‘. * 6 ~.>‘B,.**.*:~, , j. ,_ L : ,‘,C> $7!‘<& ii’ &._E‘” y&,,&,*.“.‘~ _. *‘., ” _ *\‘>‘:l;’ >> 

medications 
l Assess compliance with clinical,test material(s) by-means of reviewing’diaries and 

measuring returned rn0uthrins.c YO!EGZZ~ ., ., _ I I . .” , I _ 
l Oral examination, MCI, PI, and BI 
l Complimentary prophy 

7.4 Study Evaluatiops/Procedures ,-,dir ,.., “,_, _*q ,..,, +*_,_,*, ,/__ ../ I _ _” \ I.. ,_ ,>, ,;_ .~ ,. , ,. _ (, ,_ ^ : (, 
A single trained dental exami-ner ~$1 perform all exammations an&scoring. Prior to 
initiation of the study, the examiner will review,the plaque and gingivitis indices with a 
representative of the sponsor and an examiner reproducibility exercise will be condu,cted. . 
The examiner v&score at least ten, subjects for gingivitis, according to the MGI, and then 
perform repeat ex,l~.~~~~~~~~~~~~~~e subjects in a random- sequence, after a reasonable / .‘. ,.,/, _,i ,.,. “*,.rume.w* 
period of time on.day 1, so as to avoid possible recall of scores,, 0,nday 2 of the efrercise, the 
examiner will score at least ten subjects for plaque and then perform repeat exammations 
within the same day oft& ‘s%me”kbje,cts in a random-sequence so as to avoid possible recall 
of scores. 

Repeatability of mean index scores will, be agsessed*using the intraclass correlation ” 
coefficient, R, which will be obtained, ‘fromthe*a$lysl’s of variance, with subject iiS a factor. 
The intraclass correlation coefficient, R, .&ii&’ calculated by dividing the difference-of the between- --& within-~~~~e~‘l~~~~9uares’joy’t~~ sG+&$h‘&bettieen and within-subject 

1.1 ‘,‘ ,. -..;_..*.* .IrrX I I _xI-ea‘, _.*_A “2 
mean squares [4]. The intraclass, co+gelation coefficients for the mean PI and the mean MCI *(^~.,.l.-v U/1/ iw.,,~*~wsish.~?xean3& ~j,“~~,y~,*ai^& ,~~h,,:,:~jqi,,~~~!~~6rh~~~~ _ , ,,: i* ‘. L%ZiU~,& &us ,um &,O n.*..s- ‘_*V ^*-T*) $ -.& * *VW ‘.T&+ .*z &., *I’ ~~;,‘.~‘,1..,“~.;‘3, .‘i !j,,~;_. 
must be > 0,85 to. demonstrate examiner reproducibility. ?/ ..” */ i% JI i*, bj,- ir”.@,,~1~ i~&.s.&!&y 

For each scoring assessment, the examiner ~$11” call+out his/her findings to the recorder who “... _ ” ./.. A___ .*A; .,, >.h.&,, 
will enter the findings on the appropriate paper case report forms. The examiner will not 
have access to the case report forms until the,,cq~mpletion of the examinatio.ns,. _ __ ., _,, 



Oral Examination . /<,,..l. “I. ~“. jl , -. ~. - ‘_ ‘,,, (” , _i_, _ _ .> 

Modified Gingival Index ..~, --” ..‘“-NI.~rrl~.*+*l’r,.,- j i _ li ‘Xjn~,\s” ,“a -X^“.T,.‘.‘*j ,/; ‘i L<. I, a ,‘ / . . .._ ̂ ~_ > .,_L I- _ __” ,.~ --,,( ,~ ../,,. _1 b . . . . . a 1. j,_ ._ ” 

Gingivitis will be assesSed at baseline, three and six mon\Fs,-b,y the Modified Gingival Index’ 
on the buccal and lingu~‘“~a~~~~~~~i~~~~~~‘~h i;lterdental,,papmae of all storable teeth: .,_. , .^ 

O- Normal (absence of inflammation). _,, / -(,, ,, XT .,L. ..( 
l- Mild’inflarmn~~~qn (slight change in color, little change in texture) of 

any portion of the gingival unit. 
2- Mild inaam$i,on of the entire gingival unit. , 11,“1_.1. -...^(.‘-.l..w**“,“, “,..“.,‘ c* ., _, 
3- Moderate inflamma$on,(mo&@ glazing, redness, edema, and/or 

hypertrophy) of the gingival unit. 
4- Severe infl’agma{@$ (@<rk&;edness and edema/hypF$ophy, i” ia i 0% wsx.“(i*” .‘.-,\~“~,,., a” ,..w .,:** 

spontaneous bleeding, or ulceration) of the gingival unit. 

Gingival Bleeding Index x.. 1 . I > *SF. i .,. _, . . x., I, /_.,” 

Bleeding will be assessed.at,~aseline, 3 and 6 months according to the Gingival Bleeding 
Index .*l, l2 A periodontal probe, (Qulix TM Color Coded Prpbe .l?CJ$.~B, Hu-Friedy Mfg. 
CO., Inc., Chicago, IL , USA) with a 0.5 nim cl&nG$er tip will be inserted into the gingival 
crevice, and swept from di&I to mesial aroupd the tooth at an angle of approximately 60”, . . c -., ..*\.11” . ,-;-c .” ‘ . ,-- >A “,, h:“.: ;,bq* , 
while in contact with the sqlcular epithelium.‘~~~~~~~~~nglval areas (d&to-buccal, *, ),,. _ ” - _ --i,s-“~+,~,~~,c I$.,#*N%~,*gc”.* 
midbuccal, niesio-bu&al and mid-lingual) ardund each tooth wil! be, %%& .@‘!$$- _I__ _,i(_ j i _ ,_ .._” *< .,*, .ml-/. - _ 

.I,. 1. .‘il-.a:ii cr.. c‘..i ̂,, :;>za iTZi,,.>J ‘&& ~A**#,: .; *;***x* :*op,."> e ,.& ___ ,, 
Pfizer Consymer Heal&care Pfizer Inc. , , _ 

-._ c ,! ,..,( .*I ,# : *-*,_ iv _ ,:+i ,/_ lir;>-+., ;. -\ i ^ k +^a "'-'">"." n,~*,~".f.,,*~~, .,,,,?" ,,."."*.,,p"e ,.._ ,~ ,',-;.: <**,;,,q() ‘, 1 ." . .,, 
^ aul.* s \ .~~~i~*‘.,~~,*,i~~‘~.~~) _ _, _ I, 



Plaque area will be scomd at baseljie, 3 and 6 months by the Turesky modification of the 
Quigley-Hein Plaque Index , . ‘iY*on”six surfaces (disto~~cc-~,“iriid~iiccal’and mesiobuccal, 
distolingual, midlingual and.mesiolingual) of all storable teeth, following disclosing: 

O- 
l- 

2- 
3- 
4- 

No plaque. 
Separate flecks or discontinuous band of plaque at the gingival ,. I. > /.H .,.. ,.. .,,~.~~“~~,,~.,,‘l+ ,rx,iii*~i,i,~” 
(cervical) margin. 
Thin (up to 1 mm), continuous band of plaque at the gingival margin. 
Band of plaque wider than 1 mm but less than l/3 of surface. .I LI_ .I,,i, _,i#. ._,. r”q..m-r 4s I_r_? >SIX rur.>in~-mia.L**, , I%‘. , / ,. _ _;. “.,, _“, ” 
Plaque covering l/3 or more, but less than 213 of,s,urface.,. ‘“_ ,, _. _, .. 

Plaque covering 2/3 or more of.surfac\e. 

Definition of Efficacy Endpoints 7.5 _ * r ~. - “-‘s,-*_ “,dai 

Antiplaque/antigingivitis efficacy will be determined primarily by evaluation of the amount 
of supragingival dental plaque and of visual signs of marginal gingivitis, and secondarily by 
gingival bleeding determinations. 

Gingival inflammation yill be assessed at baseline, three and six months using the Modified .A_‘ .n~,,~.~~~,~,r*U*~.~~~~~,~~.~~~*~~ *a-.-k T,bji% , .y4.e‘.*l^, r..u,-ii~,~~.,~.,,~~~~, _~z_x_**‘ _* ,.- L* x I 1 _._ ^_ . 
Gingival Index and the gingival Bleeding Index. Supragmgival plaque levels ~111 be 
assessed using the Turesky Modification of the ~Quigley-Hein Plaque Index. 

7.5.2 Secondary Efficacy Variable(s) 

The secondary efficacy variables are the, three and six-month .mean Gingival Bleeding Index , I. ,I * b -b.-.*< :.,*,~~.~,~i~~~‘iir~~,~~~~~~~~~~~.~~ .cs,, i”,, ,.**, ‘i I _I /; 
scores and the whole mouth three-month mean MGI and PI sews. &i-z::: \yli y< -,.. 2 * X”‘” ,_ “*p”i‘;” _*a. 7. _( IN ,)*\;i si,,ds.. : ,/I _ “‘ i ; ,I ,. 

“- 



7.7 Study Treatment 

7.7.1 Identity 

Test Mater@:” 

Formulation 
Number: 

W2194-471 

Trade name: Fre$@Qr# Listerine’ Antiseptic Mouthrinse with Fluo!@e., *-. Ih ,^cei*.** _*_,, ,_ li. *_I 8ii,... .~_ 

20~1 rinse :d twice>a, day for 30 seconds Dosage form: 

Manufacturer: j Pfizer Consu5er.f 

Formulation 
Number: 

._ __ ,_ 

W2194-396 

Trade name: 

Dosage form: 

Manufacturer: 

FreshJ3urst L&terine@ Antiseptic MouthrinSe --d,‘: ,1.,1, .., ,g-, 

20ml rinsed t,wke !g c&y for 30 seconds 

r/fizer Consumer.Healthcare . . \.. .*;, _._ ‘-A i’ :, ‘:,‘..1- ,, __ ._ -. 

Negative Control 5 Se Hydroalcohol Mouthrh% _j “_ _ , _, 

Formulation 
Number: 

woo2194-0483P 

Dosage form: 20m! rinsed twice a day for 30 seconds , ^ 

7.7.2 Packaging, Labeling, and Storage 

hA.LL^ ,,,,,,:,,w ,,;A+ 
Al LIlG bLlGCl~lli~ VIJIC, no& cllhiert ~rrill he oivm R ncreening number beginning with SOOl. bc&bII OUUJV”” ““AIL “V a’ I -A- - --- 

Upon qualification, ea rh enmllecl whiect will be seau “ljl w-A& -A--( 7 I---J- - entially issued a unique subject 
,..-h,r .T,h;rh rlptpm-n l,UlllLfbl, w 111bL1 UVGVLLI Jnes the treatment assignme;& according to a randomization sch@@, 1 . * / ̂ _ C.i.“l.s. I,.w,~.“Ta4_~~“‘~~~/ d&,.4& 



Pfizer Clinical Consumer and Packaging Operations will package clinical test ma&r&,&~,+~ F~ ,_ _ _. I,,. . ,>,.*A_l , “+e,,p*.. *c t*.&@$& 
accordance with, applicable regulatory requirements. I@outhri&es will be provided in subject .“.,._ i-.s,~.*“^.. ” .,.., 
specific bottles uti!i,zing a one-part label cont,aming the following information: 

Protocol # 
Subiect # 
Site-identification 

Dosing instructions. ._ 2 
Warnings 
Net contents _” - “, I Ij . 

The test mouthr)nses wi?l~,be_,supplied in 1.5, L plastic (PET) bottles. The AD&Accepted 
toothpaste and soft toothb.mshes wili_be,Wsupplied in original marketed packaging. All clinical 
test supplies will be packedm%bject specific box&bags containing one bottle of the 
assigned mouthrinse, one 8.2 oz. tube of &&Accepted fluoride and one soft toothbrush. .-I .-a*- d.,. ii “(As_.,ml _“,l_‘_ --. .* - ,I “, 

Labeling of study supplies will be in compliance with regulatory requirements. All test 
materials mu”st be stored” in ufaamxs’ inmdons. Until dispensed ., -.Lu-I.YII lIi-ihrVLi.*XII .~~~~, ,~~~~~~~~~~.‘. *<~*gm~w:~a~ ,;yi.. .j ,: < ..*x ;‘.,*. ,~ ,(_r.~> ,z~r 
to the subjects, the test materials ,wQH.~be stored in a sec,urely locyed area at. 9 - 7ybP, 

,,,- l_l ” ,. 
“dd .,,. ._I*,e ,,* , *.,o /,_ 

accessible only to authorized personnel. 

a Nonsmokers will be .allocated the next sequential number in ascen@g order starting *... - .*‘.,“mir*n.* a.w~p*,~.(>~**wAs&~~,’ r, 
from 001. 

0 Smokers wih be al!oc.ated the ‘next sequential numb.~r~:in,~desc~~~~ing order starting from “.j_ “. “, ->*.o$%.: ~-““*.~*~~~~~!~B.*i~,~~~~~ _ 
the highest number provided to the srte. .,, __._ , ,, ,, ,, . . ,, I. 1_. ,-A,;I; _j. ) _, , ,_ \ 

Once a number has been assigned to a subject, it cannot be reassigned to another subject. )... _, .i>. I.” -i.‘a.,~~ 

The clinical study coordinator will receiveone package containing at least 375 individual .._ jl_ 
envelopes identified by subject numbers. ^ “ll.‘ Each numbered envelope will contain the study ..- ,_ I ., , %...,-*al .d 
product identification, formulation co.des, and manufacturer’slolt nu~mber,.,.... .,., ., 1 .,(, ,.~, _ i ; _ 1 \^ ,. 

Blinding should only be broken for serious, unexpected, and test materi&related adverse . . . ..“MZ .!a%.” ,&,A, <f.<..,.l_” .,A” (_ ., _ >a_ ^, A,,; .<., 
events, and only for the subject in question, or when required by local regulatory authorities. 
The investigator must notify Pfizer prior to unbln&ng of any subject. Expectedness of 
serious and related adverse event. should be assessed using the IB and/or, for marketed :i iz .“’ > >s ;i*: _.~~~~~~~/;FI~~~~~*~.~~~~~.~~~-~~-i~~~~~~~,,-t 
products, the l&%iy approved labeling. See Appendrx Cfor complete details on,Code Bre,$.. ,,/ , “,, 

G~i~~li~~% . _” ” __._ ;“. I -, 

-.,, 
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Pfizer will provide the investigator with suffic.i@@ amounts of the study test material. *i-t_. . . illLi_ ll_,l ..;,..*,.*,~” 3 -e..,, 

The investigator must ensurg @Ft .deliveries~.f~~ny+tigational product from the sponsor are _*d II : J--%*+*-ii tw,, ~1 ^ ), a, _, -^ 
received by a responsible person, that all receipts are ‘re&&$ “in wiiting and that the “. me_.. 
product(s) is (are) stored in a secure, +rea under recommended storage conditions. It is also ~” A’.‘. p a.?Lho+rl6 i,r,~rwi~.~ra*r;“f*~~~“,~~~~. *. , u”, (__xi * . * _c _“,_ _ 
the responsibility of the investigator to ensure that the integrity of packaged Pfizer study 
product not be jeopardized prior to dispensing. Each individual subject container must be 
dispensed as provided by Pfizer with no further repackaging or labeling done at the site. The . / s. 1. ., . 
investigator will dispense the test rna&ri@,~~ly to subjects included in this study following 
the procedures set out in the, study protocol. Each, subject will be given only the test material 
carrying his/her number. 

All dispensing will be docu,m_en&d. _ TIII $l&gator is responsible for assuripg the retrieval 
of all study supplies from subjects. All full, partially full and empty test material cont@gers 
must be retqm$Q ~CJ Pfizer. .I i.- -I,+.. ,, , 1.. Is .” , .x _j _,( ,“,, ,” ;*“,I, 1,. P’.. I ,...I , ,< > ,,*. .,. j _.+ #._, _” x (, ; .,,,.” 

. The investigator must main@ig,*+ccurate ang*adequate records including dates of receipt and 
return of test material shipments, “%?~~ ^g<GT& and quantities receivedlreturned_fr~~~,~~~ _ _, 
Pfizer as well as, cl%; &d amount? dispensed to and returned by the study subjects. 

7.715 ‘. Teit .,Material Administration ., (-‘i rc ,,.rn.,r~~ri-.~.r.,~~<~‘~~~~.r,,..,:. 5. _.,~*/ ‘_ _, ,< ..i’~-~~ ^ “’ “c.‘.-i’~vi~ .._ I,0 ) ” ) I ‘ ,, : __) 

At baseline and,at each mo@hly visit, each subject will be provided with his or her assigned 
mouthrinse and l-o;, ‘$%;ic‘dosage cups marked at thQ0 ml level ADA-accepted fluoride ;*a. ,.- sr__ “.S.) 
toothpaste, toothbrush and diaries,to document compliance with the homecare,regimen. ‘I * r--^Xr.,l * . ,_, “..-?*aDi...~>,m ^nBir&sae w*+ ),,;,.~wr 

7.7.6 Cqnpliance 

The test site will dispense indivi&$ly coded bottles pf qo@hr&e @fsr ?$jects’ home use. 
The bottles will be returned monthly to estimate &qpppliance will be moniQ-96 ,by he ..~ .;ii ii- : .:,.-* 
measuring the residual volu;me of mouthrinse and by reviewing the diaries. ,. . . a.,. >a”. n;d,.~,?~, .*,pc”*L* :.i 

7.8 Termination of the Study “, ,. . . . ~ /^.“. 4. I ,“Wj ,* 
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it is due to a serious adverse event. The f ,. 8 ~~~ 1 ̂ I. ixIx Ye ;II‘.~* “.--rr~.~k,,a~“~~“~,.~~~~~~ 
performed at the time.*of study discontmu 
study discontinuation, provide or arrange for appropriate follow-up (it re 
and documentthe course,. of the subject’s condition. ‘*-a, Qt. L i. 

Additionally, any subject may be discontinued from the study at any time at the discretion of .;I _L ̂” __T w. b,, ;__, 
the investigator if he/she feel&it”is”in the best interest of, the subject. , j i*; !a*,, L .,_ ,, ., i-i .~,;,iL.*,:,>, i %& , ;, 

8.0 SAFET~~E~~ORTING x.&e I,, 1 _ ̂ ). .". _ I ,, ,_ , ,_ ,, ,__. _ I. "_ 
Clinical research center personnel will. asks subjects about the occu~nce.of,an~ adverse 
events during their participation in this study. Adverse events will be recor&d fr.o.m$he,day 

. the subject signs the informed consent form through the end of the study. . .” -/. mji ‘. Sl.“V .*-_,.,N ,~..,#*.i, /* 

All observed or volunteered adverse events regardless of treatment group or suspected causal 
relationship to study product will be recorded on the adverse event page(s) of the case report 
form. 

8.1 Adverse Event , ,. _ / .I. ..L , “. I__ _j”. . _/., .j _ ___” ,..,, /_ . 

,,^“. - to the 

&ents ‘involving adverse drug reactions, illnesses with-onset during the study, or .^ .*lh”...” _,.,. >,A 
exacerbations of pre-existing .illnesses should be recorded. Exacerbation of pre-existing 
illness, including the disease un_der”-st.udy, is &fir&da&a *m&~~esta%n~s&n or symptom) of “.,“., .*/l^~,*l”.l%.‘. 
the illness that indicates a I ..-....*. .s 1/,/*. ,,a/, / ,*iwn**~*. significant increase in the severity of the illness as compared . i.., “i.ly*- “a+ *es.. 
severity noted at the start of the trial. It may include wo -. I_ /_ -SW 1, ,_ emc*.4m,x*.” ~..a*A~ru ,.sas,~>, 
signs or symptoms of the illpess, increase in frequency c 
intermittent illness, or the appearance of a new manifestationlcomnlication. Ex; .I .,,;. B. * -“y..’ 
a pre-existing illness should be considered when a patientisubjec , ,.....*, .e .“..a.*,..*, xxiia-r*hwr^m: #&,:d,*, 
concomitanndrug or non-drug therapy for the treatment of that illness dl .I (.. ‘.,>, /bB ,.-s”“& . I( x_ ,a*“.-* 
of or insufficient clinical response, benefit, efficacy, therapeutic effect, or pharmacologic 
action, should not be, recorded as an adverse event. The investigator must make the, . ,. ~,. -3 li.i_dU,, i .d.~.~,~.*~~~~~~~~~~~~~~~~~~~~~ j y;~*~&&,&..t~., 
distinction between exacerbation of pre-existing illness and?~ck~of~herapeiutic efficacy. .. . -. .I ,.,, . S‘,., ii ‘ . . : ,‘h 

rsening or increase in severitv of 
)f signs and symptoms of an 

scerbation of I_ _)_. ..,_ ..L +.a.. ., ,I,_ .,h. , ,,, <._.,. 
:t requires new or additional,, 

@ng the trial. Lack 

In addition, clinically significant changes in physical examination findings and abnormal 
objective test findings (e.g., laboratory, x-ray, ECG) should-also be recorded .as adverse , _ . 
events. The criteria for determining whether an abnormal. objective test finding should be “. edi.., ” 9 ***.a, ‘“rr~~~isa,,*iZr*~,~,~~ 
reported as an adverse event are as follows: *.*, . ..a” * ,-*. a*.,11 _(.,3 c”,” I**sr*: a..wti-J*&t~~~. A*,‘4 I*&ir& nr,<*,, >,& ,+*,:c Z: &b,.&f,.‘ ‘.i-v;:” _.,_ a,*. “‘+t.,<ri-‘:\.d*,.* * ..g<-;.. ,&Z> * **1,,., ic < *- -,w’i...lr L .x \( ::,:19- .>.s I .“: 

1) test result is. associated wit&coSmpanying symptoms, and/or 
2) test resulterequir& ‘additio$& diagnostic testing or medical/surgical intervention, 

and/or 
3) test result leads..to*a, change in study dosing or discontinuation from the study, 

significant additional ,concom&a$&rug treatment or other therapy, and/or 



4) test result leads to, any of the outtiomes included in the definition of a serious -., ” ./YVi”,& .^ ,, 6, .“i.~r..~~,~~.~,:.lir*,~~~~.~.~*~, *.i_ -+* “-2 ‘~~m:~> ih*d~~:~.~~~~~~~,~~~~.,~~~~*~~~. ( *-<*,4c<.q, *l~“;~<~.~~“*,~~~ /‘,” 
adverse event, and/or 

5) test result is considered to be an adverse eyg$lpy the investig”ator,or sponsor I.. /^ ;I-(*I, I - i.,*, ‘ ,. ,*.,**i*.* I .1 l”ll^-*-. .,.,. “i . ), ,. 

Merely repeating an abnormalltest, in the absence of any of the above conditions, does not 
meet condition #).,-above for reporting as an adverse event.., ,.;,_, ___ 

Any abnormal test result that is determined to be an error does not&equire reporting as an adverse event, even if it did m,~et- ,n,,~~~~e~,~~~~~~~~~~~~~~~~~~~pt for con~ia&#4* _ i 
ir _ .“, ,*-/ < ,‘;iu “VT *~* ,.-P&*~!~~*~~ii 

For all adverse events, the investigator must pursue and obtain.informatiop.,~~~~uate both to 
determine the outcome,of the adverse event and to assess whether it meets the criteria for - 1’ -.*w ir,~;~~,~~..,~~~~~~:~~~~~*~~~~~~~~~~.~~-.~.~~ * &, *. #, 3 “YLX” ~~~~“,~‘~~~~~~~~~.‘~,~~?~~~~~~~~~~~~~~~~~~~~~~~~~~~~:~~~~:,.~, “.<T 
classificatien’as ~aaserious ‘adverse event requnmg immediate noti icatio”n, to &zer.,,or$s -f 

<‘.” ~:““;..-.,,,~,;“~‘,~ ,?,, h_ nj._) 
L ,._ . / P ̂ .” i,,., * ,:,r L >,i I< &,C i’2’.~‘y, ,**,“-.I .^,..” . ..-. _., _I i,“_L_ ,;, ;,, ~ I I. _ ,, 

designated representative (see section. 1.2). For all adverse even.& ‘sufficient information. _” I 
should be obtained by the investigator to determine the causality of the adverse event (i.e., 1 x /liTl”.>< .~%w~.~,‘ 
study product or other illness). The investigator is required to assess causality and indicate 
that assessments, on the CRF., Fqllpw-up of the adverse, event, after the date of therapy 
discontinuation, isrequ~~~~~~~~~;ajerSe event or its sequelae persist. Follow-up is required ” .~ I x “. .” ‘~.~*.__x.+,, I / *sxb,*,*-%*i,, 
until the event or its sequelae resolve or stabilize at a level acceptable to the investigator and _, I <., .,,w, .l .‘. .; I*,.- /- . <“,.y..*. ,“.“, “~ ,,,..,,.. *> Lb%&. xl*r&,,s-i ivI 
the Pfizer clinical monitor or his/her designated representative. ._ * _ “.“_n. YI ,. /.. ,;* . -i*-~~“.,w‘b~~~ e,dix : ,W~ruLi)ii* _.j _ _ ,~” . 

8.2 Se&us Adwse.Events _., $ ai >_ ( , ._ . , 

All serious adverse-events. (as defined below) regardless of treatment group or suspected *r ̂ el*“-*x i*‘ 1. .i..,““.” 1 ,... ),&‘_I “l,*,. i 
relationship to study product must be reported lminediately by telephone to Sylvia L. Santos, 
RDH, MS. at 973-385X357., _ 1 

Outside of normal working hours, serious adverse even -- -----^ 
Santos, RDH, MS at 97390%&I9.. 

[s should be-reported to Sylvia L. I . . . 
1 

A serious adverse event is,any adverse drug experience occurring at any dose that: 

1) results in death; 
2) is life-threatening; 
3) results in inpatient hospitalization or prolongation of existing hospitalization; 
4) results in a persistent or. significant disability/incapacity; or 
5) results in ,congenital anomaly/birth defect. _ 

Important medical events, that may not result in death, be life-threatening, or require j”*,.j.-.a. ~‘~,4L.+, n*bi 
hospitalization may be considered serious adverse drug experiences when, based upon -.A‘. .hS.” ,.., l_, >.> *..s,. 
appropriate medical judgment, they may jeopardize the patient/subject and may require 
medical or surgical intervention to prevent one of.the outcomes listed in this definition. e* ̂.. --, .a,/_ d.. _,_< j * i,lj_Y_.~_/*ll’*~~ ‘-rii%~b>+*bi(,., ‘c%l *y%% I;, r*,T _, &*a:” ,,I.x _,” ‘/ ./_ : ..,“- j, i_i j ,- 
Examples of such medical events. include allergic bronchospasm requiring intensive .--I \( 1 ‘ ..,.. MI_ .,*-*,~r,~~.,,rr,‘~~~~~~~sj~.~~~ _,( _ ,(. > .” /“,./- ..I. >^, - .,,.,_- ,_,,,” __\ “I_ ,.I ^, ,.““,,-. ._ 



Regardless of the gbqve cri&ia, any additional adverse experiences which .Pfizer personnel 
or an investigator considers S~$J-IS should be immediately reported to Pfizec ~4 j@uded in w, h-5 /” s**r I*r4,~,xs$r-a~,*r~ ‘.;:,s .(I&“. .I*-*.” Ix_, .._ ,, 3.2 _, ,‘ I ” 
the Corporate adverse events database system. . +. _._, “.” IA*,$,‘*,.x_ *,;/ -“,*8”cr~*.-L 

A life-threatening adverse event is any adverse drug experience that places the . ..e.“. ..w ,. _x llln 
patient/subject at immediate riskof death from the reaction as it occurred, i.e., it does not *, *‘*a” r’ .i*ll’ ‘i-n-.~~rni?,-r~.~~~~~~~ ~~~r~~~~~~~~~~~,~~b,~~~~~ ‘a~x.“b,L~*Iu _. ,y*_, *_, “_ , .I 
include a react@? that, had it occurred in a more severe form might have caused &at& 

) ~. .- \. .* ,_. 
?,>,. I xmi.,_ II. ,,,j;..i”*. ,‘,? I 

Initial hospitalization is defined, ~2 ,.vy inpatient aamissiop (ev%if&~s,fhan 24 h$$$z). For iLiii.llJ..i ., . ,~ 
chronic or long-term inpatients, inpatient admis&g.a&o includes,transfer within the hospital to.an 1-v, -.. I”**^*,* *i**,Y *a,* ,nx*.i.,~~~~* a.. lr;.ir~fii~~r~~~~~UV,” / 
acute/intensive care inpatient unit (e,g., from the psychiatric wing to a medical floor, from a 
medical floor to the ,corg~.~,ary care unit, from the neuro$ogical floor to the tuberculosis unit). 

1) 

2) 

Inpatient admiSsion in the absence of a precipitating, treatment-emergent, clinical adverse -.- a., I .I ri-.,-‘ul_*~~.irl*‘i~~ w.n&%a* 
event may meet criteri.? for “seriousness ” but is not an adverse experience and thus is not _ -’ ‘_l’l ---‘-~----“-~“~,.--,i,“~-~~-~;~,-.*~~~~.~~,~.~~~~~“.~~~.~~.~,~~,.~,,: ,,,. _,. ,, _ ._)<_ I, ” ,^x( ,, ,,,. ___ / ” 
subject to immediate, reporting to Pfizer. For, example: 

__ ,_ _,. 

i. Admission for treatment of a pre-existing condit’ion not associated’with the development of . ” lY.“*li.~.i *-., “*- ,._, I* ,.- _ P,.“.. *a.* 4” r ,~~&n*r~..~ir 
a new adverse event’or with a worsening of the pre-existing condition (e.g., for work-up of ). .- .,; “. r,:,+.L X..” ill <r-M”“.we w i,$,g,*r.ir I 
persistent pretreatment lab &~o~@ity) 

ii. Social admission (e.g., subject has no place to sleep) ._,. ,r* .x_ 
iii. Admi&@ive admission (e.g., for yearly physical exam) ” .Xo~.*r.“X,^A, *,.r*.c,&,.n. 
iv. Protocol-specified admission during a dlinic&rial* (&i., ‘for a procedure required by the 

study protocol) 
v. Option& admission nQt associated with a precipitating clinical adverse event (e.g., for _I.\ 1’1 “,. .‘lili)^ *..l:“*,..~A.*<.s” .._. >A,. tirr~\-,~*ir*lri\~ )” __ / _, _ ,.” _,__ _ _ _ ” i 

elective cosmetic. surgery) 

However, if a hospitalization for an up@own event occurs it should be cpn$F!td &! 3 se!$us -9.. x-x.“~.jas.r /,,., *A. ‘>_ ,~LEr,***.w.~ ( (_ /, .” ,. -.. ,, 
adverse event. _ ,. ., _ ,. 1 “) 

Inpatient admissiondoes not include the following: ” i*,+v*-iir~.sa* \lWidri &‘d~&,~W~. a&&d,&& &>,,#a&&$$,* , ,_ 

i. Emergency Room/Accident .~d,Q~~~gency/Casualty Department visits 
ii. Outpatient/same~~ay/ambulatory procedures 
iii. Observation/Short-stay units 1 . .I ,..“I ” -“. “6 I *, ““U..% 
iv, Rehabilitatipn facilities ..I...., a.~ ._ .,a/ , ., Ii ._^. I. 
v. Hospice facilities 
vi. Respite care (e.g., caregiver relief) 
vii. Skilled nursing facilities ^< (I. . 
viii. Nursing homes 
ix. Custodial. care. facilities . w/, a ,“.M W”,i.V I(_- .,. _,l,Y ,,/. ,^,j, bP1 __ f . ,., / ^ So b>, _ ) . _, _I ‘, _.. __.; ,; 
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x. Clinical reseamwhase I units, ,I / (i *L I” x ̂%.*_,*~* ,_ ..,. _ I-<- -..*,<, I. x. ‘- I I’.. . . : / __ I 

Prolongation of hospitalization is definedas any extension of an inpatient hospitalization beyond 
the stay anticipated/required in relation to the original reason for the initial admission, as-,- . ,.-II. e._ ,. ,.,. -3 . ,r.,‘,xra~..~~,~..~r~~r Cal 
determined by the investigator or treating physician.. For protocol-specified hospitalizations in 
clinical ‘t”&&, prolongation is defined as any extension, beyond the length of stay described in the ..I “dsljj. ,uj>“*%~, x 
protocol. Pro@rgation in the absence of,*a precipitating, treatment-emergent, clinical adverse 
event (i.e., not associated,.~iththedevelopment of a new adverse event or worsening of a prey,, ^ ” , a- ?- -,*_ ;... i--.4 ‘“4aa*&&~*“y 
existing condition) may meet criteria for “seriousness ., r_i ” but is not an adverse experience and thus is .> ̂/._ ., LB)-,.. r.s’* ‘W<;-, iy 5-v<’ .+a3 ;,, %(< ” .‘ __ , 
not subject to immediate reporting to Pfizer . 

Pre-planned treat~~~~~,~~or,_surgical procedures should be noted in the baseline documentation lW*lxi.~.rrir,..r.i,“~,irr,~.~ x 
for the entire protocol and/or for the indiv&h$ patient/subject. 

i- ‘: ,-u;~l;ri*‘~~*~~~~~,~ ?S,&& ~\(*lj(l* “1V :L&&; :(r*.;. r !,i‘**, .~ &*, ,,,i,i (.j 

Disability is a substanti&&suption of a person’s ability to conduct normal hfe functions. . .*~~“.~l.,_*/~“.l ., ,j_ll .,, I . . ) 

Any serious adverse event or death must be reported immediately independent of the ” II-me>(. UI ~~~~,klU.a*~.~~~~~~~,,,,), 
circumstances or suspected cause if it occurs or comes to the attention of the investigator at rs P IY-W .i%, IX il *dir ;i... +*. ap+&~” “w+!! &:8 .Ss:f>$.l: .#&w~/~~:!~~~(.sp i*&,A ,( _j,_) ., I 
any time during the study through the last folloy-up visit required by the protocol or 30 days ; 
after the last administration of study product, whichever comes later. Any serious adverse . . .I- 1 . . -a. “.“..L”““. *~“<i~.ii” 
event occurring at any other time after.completion of the study must be promptly reported if a 
causal relationship to study product is suspected. The only exception to these reporting 
requirements are serious adverse events that occur during a prc-randomizatiqn~~,~~~~~~~. .,, , ,. __ * a”* ‘. ..- cz*~ia*~w&*(~d F*i ~+>**,e><~;DxI ~~~~~~~~~~~~~~~~,,. 
in period, during which either placebo alone IS adrmmstered, or no active study product of no 

‘~-*$za%i@3TG,,*wa. _ i. _, mi-,uw%.--id~>~- ,I) . .I ..‘, ,_ ,. 
,” L. __%. . ~,a>. i ~.‘~.,‘,,~)<,~.. 

protocol-specified background product is admi&ered., ,) .( 1 “. -. _ “_>. . .c .,_ ,, ;; __ * )_ , 

For all serious adverse events the investigator Is obligated to pursue and provide i.nformat~on W.-+-s.“-” -../*.“.t .aaA.~..4* .?.- ,, ‘“_^ ,,” ,*. X_.,r,.l. 
as requested by the Pfizer clinical monitor or designated representative in addition to thaton ^... ,., -.*a. .,.,.., “,.“,rr&>,b* 
the case-report form. In general, this will include a, description of the adverse e~enL& *. , _ 

. . ..“. 

sufficient detaii,to allow for a complete medical assessment of the case and independent determination of possi~~h&&L~m&w~iy;y. information on other^;;~ssib~~~~~~~~~~~~~ ~~sr?t, 

including concomitant medications and illnesses must be provided. The investigator’s _ ” “‘X .,rn’r~~(r~,‘“*l*r~~~~~~~,~~~~~‘.~~~~~~ *:*fdx ~ 1,,, : .&,,/_./_ x,” ,,,. ” _.,( \ .i /,, ___ ” . 
assessmen,t,of causality must also be provided. If causalrty IS unknown and the !n,ves$gator 
does not kno;N‘ $%her or not study product caused &event, then it should be attributed to r *I . . . . AI” *i /_,e. 1.,,, b, .~~~+.%~a& 
study product. If the investigator’s causality assessment is “unknown but not related to study , ̂ ,“.. ,., ?“,. _ ,_a*,. I,esj,\“., . . “_j i-2 
product”, this should be clearly documented on. study records. In the caseofa subject death, 
a summary of available a@psy findings must ,be submitted as, soon as possible to Pfizer or , “II, .” .( 1,‘_ ,my a.ri.seLiX4,i i 
its designated representative. The mvestigatorshould ensure that information reported -.,,1 ~ j. . “,. ._w, 5.. ,_,..*,. L”,*l” iu&,uxr‘,* ,#P&li: 
immediately by telephone or other means and information eptered in the case report form are al * ,,. i~rrxhnr.+“‘ “, j* IV .“I a,, i&i?.‘<, I .ii..&% >Ts?:-‘1” -,?;&!**y*q. ,i 
accurate and consistent. rh~i”r;i.“l “.,I x, ,, ,.< I_ _+” /_ li. .;* ~_ _, . . I “_,.. .,, 

Pfizer Consumer Healthqre, Pfizer Inc 
1.- Ij13 / ,_ d‘li > I ,. 
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The reason for a subject discontinuing from the study will be recorded in the casereport 
form. A discontinuation occurs when an enrolled subject ceases participation in the study, * TX” ~~~~~~~.~?~~~~,~~~ _,,.., >%. .>e:., *n ,,,__ _ 
regardless of th,~~~~~-~-~~~~~~~~~~~~cOrnpletlOn of the protocol. 

,” 
The investigator must 

adverse event noted earlier. A discontinuation must be reported immediately to the Pfizer ,’ 1 ,.- YI ” *r_j % ~~~.?l~~~~~fr*?‘;6’:~~~,~~,*~~~~~~~~~?~.~~~~.~~~~~“~..,~ ^ .._,._, . ,__ ,,_ _” /j*_ , 
clinical monitor or his/her de‘signated representative rf rt is due to a serious adverse event. / I I” -* .I I... “~Jl-*,,“.*“. (/*I, -, * M*ili ““...(~,~;*~~,*~~~~,,,L!~~~~~~~~:-~”~~ >;z,eJ,; & ,,~~ _ \.: r.~., ,,& .(,,- ;l , 
The final ev&&on’re@iredby the protocol will,be performed at the time of study 
discontinuation., Theinvestigator will record the reason for study discontinuation, provide or ” ,‘, . . ” *.a ,$\ .‘ ,.(. . ..- /,.>b .,,<, 
arrange for appropriate follow-up (if required) for suchsubjects, and document the course.of 
the subject’s condition. 

Subjects will be. cons~perep~~~~~evaluable if any of the following classes of medication are taken within”three weeks of the c~~~~~~~~~~~~n’ationsr’ systemid’antibiotics, anti- 
” .- 3~“. 1 -~ ̂  x. ,‘,Sbb., * x* . ..c ,,~*~“~~i*:,,~-il*~~~~~~;,~~~~~~~~~~~~:~~~~~~J”,, w,~,(_~,_ rUIiii (.), *” * I ‘ : 

inflammatqry drugs, or anticoagulants. In.add&on, subjects are prohibited from using any 
other oral hygiene products other than the test materials provided. ._ /. .^/.. .j_. _.. ,.,, ‘l e,-.~ /w>,, ,*.* *&a. ,,,, li (.“;>dli*<,,,* 

The tube of ADA-Accepted fluoride,toothpaste and ADA-Accepted soft textured /I “_. ~.>i.* ..,_ ” 
toothbrushes.,411 be supplied in original marketed packaging. Case Report Forms (CRFs) __ .,* ‘” 
will be provided to the study site by Pfizer. The following study documents will-be supplied 
by Pfizer: subject diaries, test materials dispensing log, subject screening log. All unused _ “I * .~,. 
study supplies will be returned to Pfizer. *~.a-.‘* ->*I,(, ,^ (2 ‘-a _l”l. ., , _, ., .; ,j ._ _^\,. 



10.2.1 Case Report Forms (CRFs) and Sdurce Document~,~~.mpletion and Transfer of 
Study Data 

The investigator is required to prepare and maintain@equate and accurate case histories /. .” 1 ..I..xy~I”ImI,~ __, I,“,“_., _a ,l.j._, _ I_ ‘_.,_ 
(i.e., medical records. or dental records) designed to record all observations and other data i l:,li- iW’ ,“iij.;i‘ -.I ,“,* 1.1”. _, “ii--^*-%*r,,_LI, .&a%* -,iz iYlli.,ric, ,,,/ /_ . . “, ” _ ‘_, ,_ , “, 
pertinent to the study for each study participant. ‘This includes~.accurate documentation of ..I*I. ‘ “a\* i . ,,*, a-*., --., trS ,,-” ~.A., .;$’ -‘*) :,., .._ .~. ,I 
test material accountability as described in section, 7:7,+,, Test Material Dispensing and 
Accoun&i&y, ofthisprotocol. The subject’s records must contain adequate information to, .e, ,” .I .‘“M, ,., ,.i,r.ii \. 
allow for verification of subject identity throughout the study. Investigators must retain a , ” ,, ., ,, ,, _;.j L 
subject identification code list, should they need to contact subjects after the study. I,. ~.-_*._ 
A CRF will be’co.mple&d^fo~ each subject enrolled in the study. A subject screening log, 
noting reasons for screen failure, where applicable, will be maintained for all subjects. All 
information recorded on the CRFs for this study must be consistent with the subject’s source /I. .+_ ._ ” _,_. .\ i . !z. i-,a$??%y ~~~~ewT+b. ‘&q>y+ ( 
documentation (i.e., dental records). 

The original CRFs,for+ each s~ubject will be periodically checked-against the subject’s source 
documents at the study site by the Pfizer site monitor. Jnstances of missing or unclear data _ .L..’ *:.*, -,, ,,,.. ,-_. -,w .I 
will be discussed with the investigator for resolution. After resslutionoft~.~,~~nitor~s ..‘” j 
queries, a copy of the f&i’ CRE-.yill.be placed in the investigator’s study file and the original 

, 

will be taken by the site monitor, to Pfizer “, , ,.._,., <. &,A. The CRF data will be entered into a computerized 3 ‘h-i :ir-ic’i “i’% ‘e‘v<.i.$~% ~~~~~~~~~~~~~~~ - ~~~~~~~~~~~~~~~~~~,” i ., ~ __,_ “__ * j . (” ,,_ * I 
database and a quality assurance audit, will be performed on the dat$base, by Pfizer. 

1, 

Data on all paper study documents (e:g~~“sub~ect exclusion records, source documents, study 
medication inventory/accountability forms) should be typed or printed using a ballpoint pen. 
If an error is,made, cross it out with a single horizontalli,ne, clearly record the new .., ..,.. I-.,,“,.1 .,. 
information next to the,error and initial and date the correction., Do not use correction fluid .j ., .‘.>. (. / -/ !jy I.~SIe4wYPIII.~. ~L-mi~Y*r,r .a. *ZI1”.,t. ,+*- ,Z<r:*,.d..!“C ” ..~~.*-*,~A> a%~~ jij-~fe+.r\>“-.,, : 9” i,h,i+y.?,. < ,, * ~ ,“. I,&* ,i7 ___ ,. ._ ._ . ). _ : I_ 
at any time. 

10.2.2 Subjects’ Diaries 

Diary information.will be collected during this study for the purposes of tracking subject _ ,/w , I .j:.,“T,..l ,,,. * .,,* .,, (I ,.m., i*.m,, *-**s* 
compliance with the home care. regimen. 

10.2.3 All Other Study Documents/Forms ;-s .._ I .,,d x 

Not Applicable. 

10.2.4 Transfer of Essential Study Documents ,z Iti .,“S .,~,-“7~.~ur~,~~“~~~,~~~~~ 

All completed original CRY&, dated and signed by the investigator, and any data clarification 
forms (DCPs), dated and signed by the investigator or designee,‘tiill be‘retutied promptly to 
Pfizer at the completion of the study. A copy of each completed CRF and DCF must be 
retained at the .s&. ( , _, , ,_ 

.^. ^ . 
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10.2.5. ,Archiving of Stydy Docume+&k I .I. ,.n7*. 

Study data and other essential documents should be for a minimum of two years /~ .^._,j .J*b% ‘ I’~,-.‘r,~,~rmni.~ri”Vr.- *!&ws*.&,,**~~;*~~* / 1 .g ;‘a~,*r:&&.,~*~~ ,~~~“~~~~~~~:r~~~i~.~ ii c*, _ ,u ,, u;r*i.*““r., .-, .>; i >‘.& , ” ,I , 
after the la&approval of a marketing application in egron and untrf there are no \. ._I. ,.a*” ,,,_ . ..). ,_, .._,” ̂I_ 
pending or contemplated marketing applications in an’ ICH region or at least two years have 
elapsed since the formal. discpntmuation of clinical development of the investigational .~“-~---~~~.d~,~~~.. y,+*&+“+ _ 
product. However, these doc~~~~~‘Si;ouici“~e”ret~ned for alonger period if required by the 
applicable legal requirements. 

Sfizer will info~;~~~i~~~st~; in writing,‘aS‘t‘d Cohen 
., --h-u 1 ‘“..r”Cli” rrrrix~s,~*” .,% .xw*li; ST*, p’ir-” 

these documents no.longer need to be maintained., ., . _, , ._ ̂  ,__ “, i .. ,. ,_ t y, 

10.3 Monitoring and Quality Assurance ., ., Cr ..,~IX(_I. * *a 

An investigator meeting will be held to introduce investigators and their~personnel to the “.. *;c-. - .._. j., w.z.,e~~“.,u*~xl 
study protocol, CRFs, procedures and,regulatory requirements. During the course of the 
study, a monitor will. make routine site visits to review protocol compliance, compare CRFYS . ^‘I I. (.“,,.~^~I **Iu. u,,~,.,~~-~~~~~r~~~,~~~~,~~~~~~ *,r,,,1 .,( ,_” ,, I_, ,I x, ,,__( , jl _, x,,. . . I r_, _ 
with individual subject’s original source docu,ments, assess test maternal account,ab$ty and 
ensure that the,,study is being conducted acc.&ng to the pertinent regulatory requirements. 
The review-of thesubjects’ medical recordsOv@&e performed in a mannerto ensure that ^ (.ljW.,~ ,.., 1 “. ,._^ ,___ _. 
subject confidentiality is maintained. __ 

Regulatory authorities of certain countries and/or Pfizer Cpdity assurance staff may Cmy Out ,” - ., ̂I I s4..-v / . ~‘,~,~,~~~~,,.~,~~~,~~ ,&&,urlh,lly;” 
source data checks and/or on-site inspections/audits. Drre’ct~access to:original source data -. ,. I I~ -s* *I L.,. .i,l”YI,rs.. a+#-wa.p>,” *de*ae,.**& 
will be required for inspections/audits, which $11 be c-arrjed, out giving due consideration to 
data protection and subject confidentiality. 

11.0 C0PjFIDENTIALITY II _.,, ,1, ““--l-.~-r.r.~-ri:‘.il~“.~~-:-,..-...~ ,.l’:.., ,.-i‘:. _., ._ _,, ” , ;_, ,_ /) __” _ ,, ._~ . 
All personal study subject data cohected,.and processed for the purposes of this study will be 
managed by the investigator and his staff with adequate precautions to ensure the, ;. . _^ .a._ .,~~ * *_.“..u_ .^ “,. 
confidentiality of those data, and in accordancq\wi& applicable national..ar@or local Jaws ,.- I 
and regulations on personal data protection. 

Monitors, auditors and, other authorized agents of Pfizer, the IRB approving this research, ,* c A;,..+.*.*ys”, ..“xiras^i4*Jr‘ 
and the United States i?S) Food and Drug Administration, as well as, that of any other 
applicable &&nmkkt”agen&y will be granted direct,.,access to the study subjects’ original I I. 1. - I)~ .._ I. i ill .U ,A*%. .,&*,,“I 
medical records for verification of clinical trial procedures an&or cfata, without violating the “. - . -e.4w *.. ~,X/_i L,*bl_. ” ‘LJ*,“&~*z~~xr*;I ~~~~~~~~~~~ 
confidentiality of the subjects, to the extent perm%ed ‘by the’ Iati’and regulations. In any 
presentations of the ,results of this study at meetings or in publications, the subjects’ identity -. ..,a. l” I” l”““*nldl* *r 6,. I -X,~.h,..~~~~~~~i,r~~; _. ,~_ I / , I ,i ,. ,, “. _I 1 (I> 31.d a I ” I._. . “, _ ,” _“./ ~ 
will remain confidential. 

,( /_ _., 
,, ,__^_. ~ I”, “. 

:,L i* _. ‘_‘_ 

, .,‘.d” ,m ^ .,h., SW x S’ .~~~~~*~*~~~~^.~~,~~~~~~~~~~~~~~~,-~~~~~!,~ *;a ..~n&?$&r & 
Pfizer &qsuper Healthcare F’fiier IIIC 

, .~~ Is. L 4,:,-w $2, ;z ;a>; ‘r.~: . . 1 &. .i,. .,* ,\ ;KT;,Iu. c*..lr . . . . 2mb$w: 5nd:; z-21 .., . I. , j 

I .+1 . -~Y^l% “.*lii.nl*~,.“IX*,*~. ,’ . , . . , ._ _.. _., , ,. 
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data. 

The primary analysis will be based,~‘?&$ from evaluable~ subjects, defined as a& subjects ,, ..I%* / I ,* ,.cv ,~:~~~~~~,,a..~n,; m$-.&~i-~ 
with no major protocol viol&??& Demographic and base& G,Jyses will be performed for , _*_,, i_ 
both randomized an+ evaluable subjects. No imputations will Ipe made for missing data ,,1*L ,. .““,. i”,rr.“v,~.. ,ver *.sruhi 0” _;_ *~< i. ./ ,s..a,&ii*-- 
points. 

12.1 D,em,ographic And Baseline. Characteristics , ,~.. ,. ..*u,.a..r,rr*.%*, _1. ” “,__ ) . *, I~, ,_ _ _,, 1x , ) ._ , ._I ., , 

The three tre&Rc,Gf groups will be compared with respect to baseline age, and whole-mouth 
mean Modified Gingival Index, mean Plaque Iindex.,and mean Bleeding Index by means of a . W^ ,.W.( ../. Il~,d~>~L,,.*,,.i~, 
one-way analysis of variance model,“~ithtr~,atrnent as the factor, and with respect to gender, * “+‘*bwaw~~~ ‘A#. .?YI. ij?. *,rw \. *,**ia . ., c, 1 ; _,_ h..y -*<*. _( , 
race, and smoking status using a chi-square’te~~‘~~~~~~~~~~~~~~f test d cell sizes are small. 

/ _, 
. . /a: -,a,. 2,. !ij “,a .% ., ,.,“,bC a- i%“x?~~:~~.~.~~~>-~~~,i- _l_,-, i, -;: ,/_ I* -i i._,, ,i , 

12.2 Effk+xy Evaluation 

For each of the primary and secondary efficacy variables, between-treatment diffeI-qG:eF, ,?t ,3 
months and’& months will be tested ,using a one-way analysis of covariance model with - ., .“., ..~.l.>/*_ A, Ab.s>b_,s i% .r,*~‘.“~*~,ixxi” Il.“,.” .~ __, 
treatment and smoking status as f~~?%?%~ 8% ?orresponding baseline value as the -1. SI 1.. ,,A 1.9‘,1wa/ i~~%,rxlr.:i*,A,s, 
covariate. The-&@&er$-by-baseline intera&n ~$1 be tested at the 0.05 level tq assess -2 .a\ ,.8 “.,s*ri’..,l^, ‘B 1 ,. i, ,.;,, ‘3 v.y ‘A”.<,. I,‘, ;i*p .~;f~:.>w~,,j %, ” -,,,““a; ,.“,&2T”?z *. .> . . . . ‘II, _. . ,~:’ 
heterogeneity of slopes. 

The following pairwise comparisons will be tested ,for ea$,&@ primary and secondary 
efficacy variables at 3 months and 6 ,months: , SW.,“. ,‘9 ).* **w.*vLmailte ,.yr- .q&.s” i_ &q,.,> _, ..I”.L : S_LI jllZ. ,. ,“i .j!,+ ,jl ,.. ,.,r(. -- G% ‘.ll.d.J .<A-- *Lb-: (::C, ,pI_ .:A ..s,&.~ 7. .:,. “,j -z*L4e a.3 2,’ 1 

a EOF rin$e (test product) versus the 50/p ,hydroalcohol negative control rinse 
a EOF rinse versus EO rinse (positive control) -, . ,‘(* .~~,*“~“~..iuluavr~ 
s EO rinse versus t&e- 5% hydroalcohol negative control rinse 

The research question is: 

Is the eSsentia1, ,oii-containing mouthrinse with fluo~@ _(EQF rinse) (W2 194-47 1) “at . _i/, . .-._c 
least as good as ” the essential qi~-co&G~~~~g mouthrinse with@ flu@@, positive 
control (EO rinse) (W2194-3951, in inhibiting the development of plaque and 
gingivitis? 

. 



Sumrmry statistics will be provided for each efficacy variables by treatment group at . -. “. .*, /, Ir/^ 
baseline, 3 months and 6 ~~I$& post-baseline. 

12.3 Safety Data 

Safety data will be summazed by treatment group. .., ).( .-* _ .%.+;*.,;,,.**l..r 
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INTROJ?IJ~TION .^ _.., S^d,, ., “,, “, .~_ ,,_ , ,,“” a.. .., “, “__L. .,_ ,,L /“,_ X.“. ,> I”... _ * ,.^,. _I_, , ,..~) _ ,; .,_ _ __ . . .I _. 

It is the mission of the physician to safeguard the he_alth,of,~~~,.people. His or her knowledge 
and conscience a& ‘de&i&ted, to the ftilfili$& of this mission. 1. L .I”. I c _ *, * “v‘ .&WY- .*I,&*%%**( i” XT** @K&a,. *>?a, _ +~ 4 i ‘q:,,j”::zL, ~~~~:~~~.~~~~~~,~~~,~~~ ~&“Q+;:‘~- I -: ., .I: (“) . ,. 2..- / ‘ _i .,‘*“q,,a*i-.” . .-+,p. :“&T~ ,: : ““~ii.“:,;‘;., : j “‘~~,:,“~‘.* () ,_ “pi.“’ 9.” +,*&7,. 

The J)ecla@ion of Geneva of the World Medical Association binds the physician with the. .x _ _ ,..l _ .a. ,“a.” **-“?r”” I,,. ~~~~,~~~,,~*~-a~~.~~~~~~~~~,,~~~,~~!~~~~~~~~~.~~~~~~~~~~“~~~ >.Xli ,‘v.-.._ 3.L.. 1‘ _.. 
words, “The health of my subject will be my first consldq-atlqn, and the k~eP?!N?qC?l .co,!Gk!~ i . ._ / 
of Medical Ethics declares that, “A physic& shall act .q,~ly in the subject’s interest when 
providing medical’ i&i &$zh,-@ight have the eff&t ~of wq&e,@ng the physical and mental 
condition of &be s”ubjects.” 

The purpose of bioq@ical research involving human subjects must be to improve diagnostic, .._ ;.*,, ‘._, ,,/)..a*l 4om >.L~.*~d~.L) 
thexapeutic, and prophylactic procedures and the understanding of the etiology and ._ _ ~. %*‘ ,, ) ,.,, ,_ _ /, I 
pathogenesis of disease. . _ 

In current m,sdical practice most.Qagnostic, therapeutic, or prophylactic procedures involve 
hazards. This applies especially to biomedical research. , _ ._ )I , .I 

Medical progress is based on rq?eaach which ultimately must rest i” part on experimentation ^~~A1dl .2a(~&swl ,*.%~c~~“~~.~ ,&q* 
involving human Subjects. 

h-~ the field of biomedical research. a fundamental distinction must be recognized between * x-l ~~~.~~~~~~~,~~~,. .~~.~~~~“~~~~~O,~~~~~,~~~ ~~~~~~~i~~~~,.~~. i j n-‘~ _” . , 
medical research‘;; $$$ i& aim is essentially dlagnostlc or t erqpeutlc for a subject, and % .I*’ \.I\ i * *~~~-irr,,i-‘-~-~?~~*~~~,~~~~~~~*~ , ,j, ,i *ibj, “I_ **\ , i, “, ; . 
medical re&&ch, ihe essential pbject of which IS purely scientific.a~~--ithp~t,i,mplying 
direct diagnostic or therapeutic value to the person subjected to the rese.aFh,,,. __ _ 

Special caution must be exercised in $e conduct of research which may affect the __ ~~~~~~~~~4~~.i,~~~.-lr?-i~~~‘~~~~~~~~~~~~~~~~~~~~“~~~~;, ,. j ;: 1 > ~” “_ ,_ 
environment, and the we$& ~f’~~~~~~~~sed for research must be respected. j . ?.X. Y I.*/ *WAX_ ‘is;*-” ,.‘W 1* ,.,. k* .j_b,^,< *ii*a%‘i. s&~*ri:*‘: +:$~i”‘:~~~~~<:>*A $&$$, 6, *” j ,*I , j ,, /_ , __ ~ ., _. 

Because it, is essential that the-results of laboratory experiments,be applied to human beings , .1 . .“a,. “I.., __^_ ,, .,rw,bx.ibx .tri a* -~~~~~~~~;~~~~~~~~~ 
to fur@er s&$fic knowledge and to help su?!$&i@$%iti%~y, the World Mk’dical Y -la . -*..“&,W b,*“ap*2~. 

W.“” . D” ,.u. I,..a”h,#, . . ~~~~-*;r,~.~~~~~~,~~~,~~~~ ~~~~*~~~~~~~~~~~~~~~~c:;:ir~~~~~~~~~~~~~ ~~,~~~~~~~~~~~~~~~~~;~~,*~~~,~ , 2 6 * ;*,** >+p si*,;> w- i %. . ..j, 1 
Pfizer Consumer Qealthcare, Pfizer Inc .rl . -1 .L” 

., 
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I. 

A. 

B. 

C. 

D. 

F. 

BASIC ??RINCU%E~.~ .^ ._. . ., ., ,.,” ,. ,” ___,. 

Biomedical. research involving human subjects must conform to generally accepted .,? .i~“-~~i~,yux-,i~~~~~ 
scientific principles and should be based on adequately performed laboratory and ll,.l .,, ., _,^ *rwI, 
animal experimentatio,n a$on a thorough knowledge of the scientific literature. _,, __ _. , ; .-_ ., II), ._ _, _..j*“b” a 

The. design and performance of e&experimental procedure involving human 
subjects should be c&arlry formulated in, arrexperimental protocol which should ,be 
transmitted for consideration comment, and guidance to a specially appointed ,. -. , “. ., _ 1..‘__,_“.~ lunw.QI1 i*vi,vw.# . ~‘,,?. 
committee independent of the inve$&tor’and the $%iso? pi-ovided that this 
independent cornmittee~is~~-~~~~~~~~~~y with the laws and regulations of the cquntry 
in which the-research experiment is performed. 

Biomedical research,invplvipg human subjects should bc,conducted,only by 
scientifically qualified persons and under the supervision ” ̂ __r_ .,,. ..-. of a clinically competent 
medical person. The responsibility for the human, subject must always rest with a 
medically qualified person and never rest~~~,t,~~,_s~bject of the research, even though 
the subject has given his or her consent: _ 

Biomedical research involving human subjects cannot legitimately be carried out - ” ‘“, ^i) “s”-k,: +*“*~~*>;l;l 
unless the, importance of the objective is in proportion to the inherent risk. to AtheS, _I, I ., _, 
subject. 

Every biomedical rese,arrh project involving human subjects should be preceded by 
careful assessment of predictable risks in. co-mparison with foreseeable benefits to the .; ., _ ,-e-e. ,~,~*‘ii,~ii~/.-*” _,, .&*-AI __ .) _,_,_ ._;. _, . .I ..V,‘ -a_ 
subject or to others. ,Concern for the interests of the subject must always prevail over _( *- , %A 1 * *‘,%-xi 3 ,,) ,c ~.~~~-.B.~~*~l;rVI~~<~,~~~~,,~~~~~ ‘. 
the interests of science and society. ..- ),W. C1.. . . s i wvi.*,4: “UW4ilr. 

The right of the research subject to safeguard his or her.,integrity must always be 
respected. Every precaution should be taken to respect the privacy of the subject and ).‘. LI....\..LIIac” .wk.*r*-XI ,xNI,+“c*.“., 
to minimize the impact of the study on the subject’s physical and mental integrity and 
on the personality of the subject. 



H. 

I. 

J. 

K. 

L. 

In publication of,the resultsof his or ‘her research, the physician is obliged to preserve _ -La * %-h “%&:w&-4&% ,d*dL”-, ___ .,, , I _ _,, ,_ . 
the accuracy of the’;~~ults‘.‘““;~~~~~perimentat~on not, in.accordanSwith the , +.,, -*_*_. ,,,. r.r”m*eiiu,r “*.uinlh-&c”: ).(r.il l”ii. ). .*, ~: “~.. xj ,,, _,, ” a* 
principles laid down in this Declaration should not be %s.cepted for publication. .x <, ..d. I.. I.s”*l..~-,~r,.-~*.~-~,ill^;ri-n ,.“A,. ,~~ii;iu;.i‘,*..,~~~~,~y”~,,~~~ .~,‘i..i~~~~,i,~-il..r ( ;a* .,,.. ~ ̂  , ,,. ” l_l__j, I.“_ ,.lj_ “,, _j I _‘.,_“,_, ( c ,- 

In any research on hum-an, beings, each potential subject must be adequately informed 
of the aims, methods, anticipated benefits, and potential hazards of the study and the . (L”.,‘z* ,.=, ?‘_ 
discomfort it may entail. He or, she should be informed that he or she is at liberty to “1 I- .,, ~u^Ycc~“-“**~M‘awm m,s: ,~~~~~~~~~~~~~,~~:~~:~~~~~~~~~~~~~~~, m^“xI”“.~ *,. I&.^, ^ 1 I *, ., 
abstain from participation in the study and that he or she is free to withdraw his or her 

~ 
i -, s,. ..,<,b ._ ,L*r~~-r^,~~~~PI*~~~,~r,,.~~~* rm~a*,~i;,?.~.:< 6 ^: j: f 

consent to participation at any time. The physician should then obfajn,!ks$?ject’s 
freely-given informed consent, preferably in writing. .r_^ a*-* .X,,e..*_-*. 

When obtaining informed consent for the research project, . . ._ . . . ,-. ._ ., .:-l^-,“/..~~r.~~~~ the physician should be 
particularly cautious if the. subject is in a dependent relatiom$rip to him or heror may 
consent under duress In th&c ~...,.~,~r~r,~i*“~‘.ili 
physician who is not,.,engaged 
of this official relationship. 

In case of legal incompetence, informed consent shot$d” be, obtained from the legal *,*. “^-/,* (_ “,C, /,e i..*.* 1& j<<.,S~“+“&~.@,*,, 
guardian in accordance with national legislation. Where physical or menta!..inc?@acity / _~ .s, a.. ,* . . Y .),, >,tm id;rl\% “i,.%dw%y%sii>>q 
makes it impossible to obtain informed~consent, or when the subject is a minor, h‘.. Ijl “/ I”* ..#* ** _ _/ ._,. ,, . , 
pedssion from the responsibie”;~~~~~~~~~~~~~~s that of the subJect m accordance ’ 
with national legislation. 

A. In the treatment+of,the sick person, the physician must befreetouse a new diagnostic erris hean, rr.~~,~.B~~~ (ii( 
and therapeutic measupeI*if in his or,her judgment it offers hope of saving life, 
reestablishing health, or alleviating suffering. 

B. The potential benefits, hazards, and discomfort.of a,new method should be weighed * ,-I .-.- \ _d r~.~~~~r(-“u*-rr* ,..I -Ma *-he<*, .r~~~~,~~~~~~~~,*r~~r~~~, 
against the advantages of the best cu,rrent ddagnostic and, therapeutic methods. 



D. 

E. 

F. 

The refusal ,of the subject to participate in a study must never interfere with the, ,,_..., /,,, 
physician-subject relationship. 

If the physician considers. it essential not,& obtain informed cons@, the specific L ~~,~~~~~.~,~~~~~~~~~~~l~r~ ’ rfew.t& *^ _,,, _ L ..a* / ~ __ 
reasons for this proposal ShouldbeYII-~~~~~~~~~~~er~rnental protocol for 

ye” ,, ..., “__ _ / _ 

transmission to the independent co~~mi,tfgg:(I,B) 

The physician can combine medical research*x&h professional care, the objective 
being the acquisition of ne~w’me&% knovvleclge, only to the ert‘fent~that m@cal 
research is justified by its potential’.d&$ostic or therapeutic value for the subject. 

III. 

A. In the purely scientific. application of medical research carried out on a human being, I,“, “i ,+ ..iw: am .:, ,a.,,. ,bl”S, Sc?R, eaw*~+&g, r*y<*py,,*&~**, ,,/ 
it is the duty of the physician to remain the protector of the life” and, health of that “~.~‘L,~ .i-..*,. b,,*l*.*lil ,.,_._ ., ,__. / ,_, 
person on,whom biome$cal research is. being carried out. L”.e * a. \ “*dz,,“‘i “Il.~S, vm.,~,is3~~~~b~j ,_ , _ 

B. The subjects should be volunteers - either healthy persons or subjects for whom the “l-s..- iPU,l.fm~#.<ii, ?w-GWI 
experimental design is not related to the subject’s illness, 

_.. ,L... 
C. The investigator or the investigating team should discontinue t~~,~~~~earc~.~~~~~‘~~~~~r , _” __,I 

or their judgment it may, if continued, be harmful to theindividual~~ c I . . , ,. _ . 

D. In research on man, the interest of science and society should never take precedence ,y..’ .__,” ..,, ~ /_,^ _Il, Se ,” ;,: ,,% 
over consi&rations related to the well-being ofthe subject. . I -“-- r - (-X, .-.A. .*.%* ~~~irra*,-n*.p~,~~.~~~.~~~~,~~~~~~~:.~.~, ,__L .* II.. .r ,,,., L^,,. ,“^ “~ ;,,,, ,^, ,_,” . % -_,> ,. .I ,_, .._ _( 
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lay 1 
. . ,  . , , (  

YIontl 

Month 2 ‘l’ 

3 Months 1 
s,;.- 

Month 4 

Jisit 1, Baseline 

tionth One; Visit.2, 
Zompliance Visit 

Month 2, Visit-3,‘ 
Compliance Visit 

1nteri.m 3-Months “._ 
Exams, Visit 4 

Month 4, Visit??y&~ 
Compliance Visit 
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